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(57) Abstract 

Compounds of formula (I), wherein n is 0, 1 or 2; R t is hydrogen; R 2 is selected from hydrogen, halogen, cyano, OR4 
-(CH 2 ) m -(C = 0)NR 5 R 6 , -(CH^-SOaNRsR*, -(CH^-NR-rfC - 0)R 8 , -(CH 2 ) m -NR 7 S0 2 R 8 , -CCH^m-^OJ^Rg, * :(CH3£ 
NR 7 (C-0)NR 5 R 6 , -(CH2) m -NR 7 (C = 0)OR 9 , and -CH = CH(CH2) y R 10 ; R3 is selected from hydrogen- and ^, to-G 6 linea: 
or branched alkyl; R4 is selected from hydrogen, Cj to C 6 alkyl, and aryl; R 5 and are independently selected from hy 
drogen, C| to C 6 alkyl, aryl, and C x to C 3 alkyl-aryl or R 5 and R$ taken together to form a 4, 5, or 6 membered ring; R 7 anc 
Rs are independently selected from hydrogen, C x to C 6 alkyl, aryl, and Cj to C 3 alkyl-aryl ; R^ls selected from hydrogen,~C 
to C 6 alkyl, aryl, and C ! to C 3 alkyl-aryl R 10 is selected from -(C ==»0)NR 5 R$ and -S0 2 NR 5 R 6 , wherein R 5 and R^ are de 
fined as above, and -NR 7 (C = 0)R 8 , -NR 7 S0 2 R 8 , -NR 7 (C = 0)NR 5 R 6 , -S(0) x R 8 and -NR 7 (C = 0)01*9, wherein -Rr, Rg^anc 
R9 are as defined above; y is 0, 1, or 2; x is 1 or 2; m is 0, 1, 2, or 3; and the above aryl groups and the aryl moieties of the 
above alkylaryl groups are independently selected from phenyl and substituted phenyl, wherein said substituted phenyl ma> 
be substituted with one to three groups selected from Ci to C 4 alkyl, halogen, hydroxy, cyano, carboxamido, nitro, and Ci tc 
C 4 alkoxy and the pharmaceutical^ acceptable salts thereof are new. These compounds are useful psychotherapeutics anc 
are potent serotonin (5-HT|) agonists and may be used in the treatment of depression, anxiety, eating disorders, obesity 
drug abuse, cluster headache, migraine, pain, chronic paroxysmal hemicrania and headache associated with vascular disor 
ders, and other disorders arising from deficient serotonergic neurotransmission. The compounds can also be used as central 
ly acting antihypertensives and vasodilators. 
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5 INDOLE DERIVATIVES 

Background of the Invention 
The present: invention relates to indole derivatives, to 
processes and intermediates for their preparation, to 
pharmaceutical compositions containing them and to their 
10 medicinal use. The active compounds of the present 
invention are useful in treating migraine and other 

disorders. 

United States Patents 4,839,377 and 4,855,314 and 
European Patent Application Publication Number 313397 refer 
15 to 5-substituted 3-aminoalkyl indoles. The compounds are 
said to be useful for the treatment of migraine. 

British Patent Application 040279 refers to 3- 
aminoalkyl-lH-indole-5-thioamides and carboxamides . The 
compounds are said to be useful in treating hypertension, 
20 Raymond's disease and migraine. 

European Patent Application Publication Number 303506 
refers to 3-poly : hydro-pyridyl-5-substituted-lH- indoles . 
The compounds are said to have 5HTl-receptor agonist and 
vasoconstrictor activity and to be useful in treating 
25 migraine. 

European Patent Application Publication Number 354777 
refers to N-piperidinyl: indolyl: ethyl-alkane sulfonamide 
derivatives. The compounds are said to have 5HTl-receptor 
agonist and vasoconstrictor .activity. _and^jtq_be useful in 
3 0 treating cephalic pain. 

Summary of tfre Invention 
The present invention relates to compounds of the 
formula . 

35 




.40 
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wherein " is o, 1, or 2; R, is hydrogen; R, is selected from 
hydrogen, halogen (e.g., fluorine, chlorine, bromine or 
iodine), cyano, OR,, -(CH 2 ) m -(C=0)NR 5 R 6 , - (CH 2 ) m -so 2 NR 5 R,, 
-(CH 2 ) m -NR 7 (C=0)R g/ -(CH 2 ) B -NR 7 S0 2 R 8 , - (CH,) m -S (O) ^ t - (C H 2 ) - 
5 NR 7 (0=0) NR^, -(CH 2 ) n - N R 7 (C=0)OR 9 , and -CH=CH (CH 2 ) y R 10 ; R 3 " s 
selected from hydrogen and C, to C 6 linear or branched alkyl; 
is selected from hydrogen, C, to C 6 alkyl, and aryl; R 3 and 

IV are. independently selected from hydrogen, c, to c 6 alkyl, 

aryl, and c, to C3 alkyl-aryl or R 3 and R, taken together to 
10 form a 4, 5, or 6 membered ring; R, and R, are independently 
selected from hydrogen, c, to c 6 alkyl, aryl, and c, to c, 
. _. .^y 1 " 3 ^ 1 '* «9 is selected from hydrogen, c, to C 6 alkyl, 
aryl, and C, to C3 alkyl-aryl; R 10 is selected from -(c=0)NR 5 r1 
and -SO^R,, wherein R, and R, are defined as above, and 
15 -NR 7 (C=0)R 8 , -NR.SO^, -NR 7 (C=Q) NR^, -5(0)^ and -NR, (C=0) OR,, 
wherein R7, R,, and R, are as defined above; m is 0, 1, 2, or 
3; y is 0, 1, or 2; x is l or 2; and the above aryl groups 
and the aryl moieties of the above alkylaryl groups are 
independently selected from phenyl and substituted phenyl, 
20 wherein said substituted phenyl may be substituted with one 
to three groups selected from C, to C 4 alkyl, halogen (e.g., 
fluorine, chlorine, bromine or iodine), hydroxy, cyano, 
carboxamido, nitro and c, to C 4 alkoxy and the 
pharmaceutically acceptable salts thereof. These compounds 
-25 -are— useful in treating migraine and other disorders. 
Compounds of the formula I wherein Rj is -CH=CH-R 10 are also 
useful as intermediates for preparing other compounds of the 
formula I. 

~ The c °n»Pounds of the invention include all optical 
30 isomers of formula I (e.g., R and S enantiomers) and their 
. -racemic ^mixtures. The R enantiomers at the designated 
chiral site in formula I are preferred. 

Unless otherwise indicated, the alkyl groups referred 
to herein, as well as the alkyl moieties of other groups 
35 referred to herein (e.g. alkoxy), may be linear or branched, 
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and they may also be cyclic (e.g., cyclopropyl, cyclobutyl, 
cyclopentyl or cyclohexyl) or be linear or branched and 
contain cyclic moieties. 

Preferred compounds of the invention are compounds of 
the formula I wherein R, is hydrogen; Rj is - (CH 2 ) n ,-S0 2 NHR i , - 
(CHj^-NHSO^ -(CH 2 ) n -S0^ 8 r -(CH 2 ) m -(C=0)NHR 3 , or -(CH 2 ) m - 
NH(C=0)Rg; R 3 is hydrogen or methyl; and m, Rj and R 8 are as 
defined above _and jthe_ pharmaceutically acceptable salts 
thereof. Of the foregoing preferred compounds, the R 
enantiomers at the designated chiral site in formula I are 
more preferred. 

The following compounds are particularly preferred: 
(R) -5-methoxy-3- (N-methylpyrrolidin-2-ylmethyl) -1H- 
indole; 

(R) -5-bromo-3- (N-methylpyrrolidin-2-ylmethyl) -ih- 
indole ; 

(R) -5- (2-ethylsulf onylethyl) -3- (N-methylpyrrolidin-2- 
ylmethyl) -1H- indole ; 

(R)-5-(2-methylaminosulfonylethyl)-3-(N- 
methylpyrrolidin-2-ylmethyl ) -lH-indole ; 

(R) -5- (2-methylaminosulf onylethyl) -3- (pyrrolidin-2- 
ylmethyl) -1H- indole ; 

(R)-5-(2-methy.laminosulfonylmethyl) - 3 - ( N - 
methylpyrrolidin-2-ylmethyl) -lH-indole; 

(R) -5-carboxamido-3- (N-metiiylpvrrolidin-2-ylmethyl) -1H- 
indole; 

(R) -5- (2-methylsulf onylethyl) -3- (N-methylpyrrolidin-2- 
yl-methyl) -1H- indole; 

(R) -5- (i-aminosulphonyXethenyl) -3- (N-methylpyrrolidin- 
2 -y lmethyl ) -1H- indole r 

(R) -5- (2-aminosulphonylethyl) -3- (N-methylpyrrolidin-2- 
ylmethyl) -lH-indole ; 

(R) —5- ( 2"-lT> N-arimethylaminosulphonylethyl) -3- (N- 
methylpyrrolidin-2-ylmethyl) -1H- indole ; 

(R) -5- (2-phenylsulphonylethyl) -3- (N-methylpyrrolidin-2- 
ylmethyl) -lH-indole; 
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(R) -5-(2-phenylsulphonyethyl) -3- (N-methylpyrrolidin-2- 
y lmethyl) -lH-indole hemisuccinate; 

(R) -5- (2-ethylsulphonylethyl) -3- (N-methylpyrrol idin-2 - 
ylmethyl) -lH-indole hemisuccinate; 

(R) -5- (3-benzenecarbonylaminoprop-i-enyl) - 3 _( N _ 
methy lpyrr ol idin-2 -y lmethy 1 ) - lH-indo 1 e ; 

(R) -5- (2- (4-methylphenylsulphonyl) ethyl) -3- (n- 
._ methy lpyrr olidin-2-y lmethyl) -lH-indole; 

(R) -5- (3-methylsulphonylaminoprop-i-enyl) -3- (N- 
methy lpyrrolidin-2-y lmethyl) -lH-indole ; 

(R) -5-(2-ethylsulphonylethyl)-3-(N-2-.propylpyrrolidin- 
2-y lmethyl) -lH-indole; 

(R) -5- (2-ethylsulphonylethyl) -3- (pyrrolidin-2- 
y lmethy 1 ) -lH-indole ; 

(R) -5- (2-(4-methylphenylsulphonyl) ethenyl ) -3 - (n- 
methy lpyrro 1 idin-2 -y lmethy 1 ) -lH-indole ; 

(R) -5- (2-methylsulf onamidoethyl) -3- (N-methylpyrrolidin- 
2-ylmethyl)-iH-indole; and 

(R) -5-(2-methylsulfonamidomethyl) - 3 - ( N - 
methy lpyrrolidin-2-y lmethyl) -lH-indole . 

The following are other specific compounds of the 
present invention: 

(R) -3- (N-methylpyrrolidin-2-y lmethyl) -lH-indole; 

(R) -5-f luoro-3-(N-methylpyrrolidin-2-y lmethyl) -m- 
_ indole ; 

(R) -5-acetylamino-3-(N-methylpyrrolidin-2-y lmethyl) -1H- 
indole; 

(R) -5-benzyloxycarbonylamino-3- (N-methylpyrrolidin-2- 
y lmethyl) -lH-indole; 

(R) -5- (2-aminocarbonylethyl) -3- (N-methylpyrrolidin-2- 
ylmethyl ) -lH-indole ; 

(R) -5-aminocarbonylmethyl-3-(N-methylpyrrolidin-2- 
ylmethyl) -lH-indole; 

(R) -5-methylsulf onamido-3- (N-methylpyrrolidin-2- 
y lmethyl )-lH-indole; and 



PCT/US91/07194 



_5- 

(R) -5-aminosulf onyl-3- (N-methylpyrrolidin-2--ylmethyl) - 
IH-indole. 

The present invention also relates to a pharmaceutical 
composition for treating a condition selected from 
5 hypertension, depression, anxiety, eating disorders, 
obesity, drug^aibuse, cluster headache, migraine, pain, and 
chronic paroxysmal hemicrania and headache associated with 
vascular, disorders, comprising an amount of a compound of the 
formula I or a pharmaceutical ly acceptable salt thereof 

10 effective in treating such condition and a pharmaceutically 
acceptable carrier. 

The present invention also relates to a pharmaceutical 
composition for treating disorders arising from deficient 
serotonergic neurotransmission (e.g., depression, anxiety, 

15 eating disorders, obesity, drug abuse, cluster headache, 
migraine, pain, and chronic paroxysmal hemicrania and 
headache associated with vascular disorders) comprising an 
amount of a compound of the formula I or a pharmaceutically 
acceptable salt thereof effective in treating such condition 

2 0 and a pharmaceutically acceptable carrier. 

The present invention also relates to a method for 
treating a condition selected from hypertension, depression, 
anxiety,- -eating disorders, obesity, drug abuse, cluster 
headache, migraine, pain and chronic paroxysmal hemicrania 
25. . _and_ headache^ associated with vascular disorders comprising 
administering to a mammal (e.g., a human) requiring such 
treatment an amount of a compound of the formula I or a 
pharmaceutically acceptable salt thereof effective in 
treating— such -condition . 

3 0 " The* priesent invention also relates to a method for 

treating disorders arising from deficient serotonergic 
neurotransmission (e.g., depression, anxiety, eating 
di^bFclers; obesity , drug abuse, cluster headache, migraine, 
pain and chronic paroxysmal hemicrania and headache 
3 5 associated with vascular disorders) comprising administering 
to a mammal (e.g. , a human) requiring such treatment an 
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10 



15 



20 



25 



amount of a compound of the formula I or a pharmaceutical^ 

::ztz: salt thereof - — 

The present invention also relates to a compound of the 



5 formula 



R 2 



30 



35 



wherein W is -co 2 R n or. Rj ; Q is CH 2 or c=0; „ f R „ p, ana Rj 
are as defined for formula X; and R n is selected from C, to 
C, alkyl, benzyl and aryl, wherein aryl is as defined above. 
The compounds of formula v are useful as intermediates in 
preparing compounds of the formula I. 

co mD H CCOrdingly ' 9r ° UP ° f fore * oi ** intermediates 

comprises compounds of the formula 

0 



R 




II 



wherein n, R lf r, and Rji are as defined afaQve and a 

group of the foregoing intermediates comprises compounds of 
the formula 




Ill 
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wherein n, R lf R 3 and R 10 are as defined above. 

Detailed Description of the Invention 
Compounds of formula I are prepared by hydride 
reduction of a compound of the formula 




II 



wherein R lf R 2 , n and R u are as defined above with a hydride 
reducing agent in an inert solvent. Suitable hydride 
reducing agents include lithium aluminum hydride, diborane, 

15 lithium borohydride and sodium borohydride. The preferred 
reagent is lithium aluminum hydride. Suitable solvents 
include ethers , such as diethyl ether , tetrahydrof uran , 1,4- 
dioxane and 1, 2-dimethoxy ethane. The preferred solvent is 
tetrahydrof uran. The reaction is conducted at a temperature 

20 of about 30°C to about 100°C, preferably about 65°C to 
about 70 °C. 

Compounds of formula I are also prepared by catalytic 
reduction of a compound of the formula 




in 



30 

wherein R 1# R3, n and R 10 sure as defined above under an 
atmosphere of hydrogen , preferably at a pressure of about 1 
to about 3 atmospheres , or using a hydrogen source such as 
ammonium formate or formic acid in an inert solvent. 
35 Suitable catalysts include palladium on carbon, Raney 
nickel, platinum oxide, rhodium, and ruthenium. The 
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preferred catalyst is palladium on carbon. Suitable 
solvents include c, to C 6 alcohols, N, N-dimethylf ormamide, 
ethyl acetate, and acetonitrile. The preferred solvent is 
ethanol. The reaction is conducted at a temperature of 
about 0°c to about 60»C, most preferably at about 25»c. 

Compounds of formula I are also prepared by alkylation 
of compounds of formula I where R 3 =H and R 2 and R 1# are as 
defined for formula I with alkyl halides in the presence-of 
a base in an inert solvent. Suitable alkyl halides include 
alkyl halides R* - Halide where the halide is chloride, 
bromide and iodide. The preferred halide is iodide, or 
bromide in the presence of a suitable iodide source such as 
sodium iodide. Suitable bases include tertiary amines and 
inorganic bases. The preferred base is sodium carbonate. 
15 Suitable solvents include N,N-dimethylacetamide, N,N- 
dimethylf ormamide , dimethoxyethane , tetrahydrof uran , 
dichloromethane, acetonitrile. The preferred solvent is 
N,N-dimethylacetamide. The reaction is conducted at a 
temperature of about 0«C to about 150-C, preferably at about 
20 120°C. 

The compounds of formula II can be prepared by reacting 
a magnesium salt of an indole derivative of the formula 



25 



IV 



I 

wherein R, and R 2 are defined above, with the acid chloride 
of an N-co^-proline, N-C0 2 R 11 -azetidine-2-carboxylic "acid; 
or N-C0 2 R n -pipecolinic acid (R, s, or racemate) , wherein R u 
is defined as above. The indole magnesium _ salt is., first 
prepared from the reaction of an indole of formula IV with 
an alkyl or aryl magnesium halide, preferably ethylmagnesium 
bromide. The reaction is generally conducted in an inert 
solvent at a temperature between about -30°C and about 65 »c, 
preferably at about 25<»C. Suitable solvents include diethyl 
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ether, tetrahydrof uran , and other alkyl ethers. The 
preferred solvent is diethyl ether. The acid chloride of 
proline, azetidine-2-carboxylic acid, or pipecolinic acid is 
prepared in a separate reaction vessel by reaction of the N- 
5 C0 2 R n -proline, N-C02R n -azetidine-2-carboxylic acid, or N- 
C0 2 R n -pipecolinic acid (R, S, or racemate) , with oxalyl 
chloride in methylene chloride at about -10°C to about 25 °C 
( Helv. Chim. Acta , 1920 (1976)). Suitable solvents include 
diethyl ether, tetrahydrof uran, other alkyl ethers, and 

10 methylene chloride. The proline, azetidine-2-carboxylic 
acid, or pipecolinic acid is N-substituted with a protecting 
group to avoid reaction of the nitrogen with the acid 
chloride when it is formed. Suitable protecting groups are 
subs ti tut ed-aryl or substituted-alkyl carbamates (e.g. 

15 benzyloxycarbonyl) . Preferably, a solution of the N-C0 2 R u - 
proline acid chloride in an inert solvent (e.g., diethyl 
ether) is added slowly to the solution of the magnesium salt 
of an indole of formula IV at a temperature of about -30°C 
to about 50 °C, preferably at about 25 °C. 

20 The compounds of formula III can be prepared by 

reacting a compound of formula 



25 




wherein R w R 3 and n are defined as above and X is chlorine, 
30 bromine or iodine (preferably bromine) , with a compound 
containing a vinyl group (e.g. ethyl vinyl sulfone or N- 
methylvinylsulf onamide) in the presence of a palladium 
catalyst, a triarylphosphine and a base in an inert solvent. 
Suitable catalysts include palladium (II) salts, preferably 
35 palladium (II) acetate. Suitable solvents include 

acetonitrile , N , N-dimethy If ormamide , and tetrahydrof uran . 
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The preferred solvent is acetonitrile . The preferred 
trxarylphosphine is tri-o-tolyl ph osp„i„e. wtl ^ 
include trisubstituted amines. The preferred base " 
thiamine. The reaction is conducted at a temperature 
of about 25-c to iso-c. Most preferably at about 80-c 

compounds of formula I and intermediates to compounds 
of formula ! can he prepared by hydride reduction of a 
compound of the formula. 



10 



15 




"herein R,, n, and R „ are as defined above with a hydride 
reducing agent in an inert solvent. suitable hydride 

little ^ ClUSS allmin ™ h ^ id «< «^ane, 

lithium borohydride, and sodium amide. The preferred 

in:?::: t: lithiu " aiuainuffl hydride - 

include ethers, such as diethyl ether, tetrahydrof uran , 1,4- 
dxoxane and 1,2-dimethoxyethane. The preferred solvent is 
tetrahydrofuran. The reduction is conducted at a 

2S ItZ'TT °* " b °" t 3 °'° t0 ab ° Ut 10 °- C ' P"*erably about 
25 65°C to about 70«C. 

Compounds of formula I and intermediates to compounds 
of formula I can also be prepared by catalytic reduction of 
a comnounrf «-»-f -t-v. ^ * -. 



30 



a compound of the formula 



-COgR^ 
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wherein H2, n, and R n are as defined above under an 
atmosphere of hydrogen, preferably at a pressure of about 1 
to 3 atmospheres, or using a hydrogen source such as 
ammonium formate of formic acid in an inert solvent • 
5 Suitable catalysts include palladium on carbon, Raney 
nickel, and platinum oxide. The preferred catalyst "is"* 
palladium on carbon. Suitable solvents include Cj to C 6 

alcohols , N , N-dimethylf ormamide , ethyl acetate, and - 

acetonitrile. The preferred solvent is ethanol. The 
10 reaction is conducted at a temperature of about 0°C to about 
60 °C, preferably at about 25°C. 

Compounds of formula VI can be prepared by the 
transition metal catalyzed cyclization of a compound of the 
formula 



15 




VII 



20 C0R 12 

wherein R^, n, and R n are as defined above, and X is 
chlorine, bromine, or iodine (preferably bromine or iodine) , 
and R 12 is -OR u as defined above or alkyl, aryl, or 

25 trif luoromethyl (preferably trif luoromethyl) in-<i suitable — 
inert solvent with a phase transfer catalyst and a base. 
Suitable catalysts include palladium salts such as palladium 
(II) acetate or palladium (II) chloride (preferably 
palladium acetate) and rhodium • salts,- such as~ L 

3 0 tr is ( tr ipheny 1 ) rhodium ( I ) chloride . Suitable solvents 

include N, N-dimethylf ormamide, acetonitrile, and N- 

methylpyrrolidine. The preferred solvent is N,N- 

dimethylf ormamide. Suitable phase transfer" catalysts 
include tetraalkylammonium halides, preferably tetra-n- 

35 butylammonium chloride. Suitable bases include tertiary 
amines, sodium hydrogen carbonate, and sodium carbonate • 
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25 



30 



is 



The preferred base is. triethy lamine . The reaction 
conducted at a temperature of . about 80»C to about I80°c, 
preferably about 150 9 c to 160°C. 

Compounds of formula VI can also be prepared by hydride 
reduction of a compound of the formula 



35 




1 1 



wherein R^ n , and R n are as defined above with a hydride 
reducing agent in an ' inert solvent. Suitable hydride 
15 reducing agents include lithium borohydride, sodium 
borohydride, and sodium cyanoborohydride . The preferred 
reagent is lithium borohydride. Suitable solvents include 
ethers, such as diethyl ether, tetrahydrofuran, 1,4-dioxane 
and 1,2-dimethoxyethane. The preferred solvent is 

2 0 tetrahydrofuran. The reduction is conducted at a 

temperature of about 30"C to about 100<>C, preferably about 
65 °C to about 70°C. 

Compounds of - formula VII can be prepared by the 
Mitsunobu coupling reaction of compounds of formulas 




VIII R n 0 2 C 

^^71 H 

C0R 12 " 



wherein R 2 , n, R n/ and R 12 are as defined above using a 
phosphine and" ah azodicarboxylate in a suitable solvent. 
Suitable phosphines include trialkylphosphines and 
triarylphosphines, preferably triphenylphosphine . Suitable 
azodicarboxylates include dialkyl azodicarboxylates, 
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preferably diethyl diazodicarboxylate. _ Suitable solvents 
include methylene chloride, ethers , including 
tetrahydrof uran , diethyl ether , and 1 , 4-dioxane , N-N- 
dimethylformamide and acetonitrile. The preferred solvent 
5 is tetrahydrof uran . The reaction is conducted at a 

temperature of about 0°C to about 65 °C7~ most preferably at 

about 25°C. 

Compounds of formula .VIII, if___not available 

commercially, can be prepared by reacting a compound of 
10 formula X 

vy * 

15 

wherein Rj and X are as defined above with the acid chloride 
or the symmetrical anhydride of R 12 C0 2 H in a suitable solvent 
with an suitable base. The preferred acid chloride or 
anhydride is trif luoroacetic anhydride- Suitable solvents 

20 include ethers, including tetrahydr of uran f diethyl ether and 
1, 4-dioxane, methylene chloride, and chloroform. The 
preferred solvent is methylene chloride. Suitable bases 
include tr iethy lamine , pyridine,- and sodium hydrogen 
carbonate. The preferred base is pyridine. The reaction is 

25 conducted at a temperature— of . -about- _0_^c^ to about 65 °C, 
preferably at about 25 °C. 

Compounds of formula X, if not available commercially, 
can be prepared by reacting a compound of formula XI 

"V--- — 



30 




XI 



wherein is as defined above with either chloride, bromine, 
3 5 or iodine in a suitable solvent with a suitable base. 
Reaction with bromine is preferred. suitable solvents 
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include c,-c 6 alcohols, methylene chloride, chloroform, or 
carbon tetrachloride. The preferred solvent is methanol. 
Suitable bases include triethylamine, pyridine, sodium 
carbonate, and sodium hydrogen carbonate. The preferred 
base is sodium hydrogen carbonate. The reaction is 
conducted at a temperature of about 0»C to about 65°C, 
preferably at about 25 °C. 

— Compounds of the formula IX can be prepared from 
hydride reduction of a compound of formula XII 

o, 



n 

R ll02C 



15 COpR 




XI I 



2*13 



wherein R n is defined as above and R„ is c,-C 6 alkyl, aryl, 
or alkylaryl with a hydride reducing agent in an inert 
solvent. Suitable hydride reducing agents include lithium 
20 aluminum hydride, lithium borohydride, sodium borohydride, 
and diisobutylaluminum hydride. The preferred reagent is 
diisobutylaluminum hydride. Suitable solvents include 
ethers, such as diethyl ether, tetrahydrof uran , 1,4-dioxane 
and 1,2-dimethoxyethane. The preferred solvent is 

-25..: tetrahydrof uran. The reduction is conducted at a 

temperature of about -100-c to about 0<>C, preferably at 
about -80°C to about -70°C. 

Compounds of the formula XII can be prepared from the 
Wittig reaction in a suitable solvent involving compounds of 
30 the formulas 
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R^OgC 




PH 3 P — 



XIV 



CHO 



10 wherein R n and R 13 are defined as above. Suitable solvents 
include ethers such as diethyl ether, tetrahydrofuran, and 
1,4-dioxane. Tetrahydrof uran is the preferred solvent. The 
reaction is conducted at a temperature of about -78°C to 
about 3 0°C, preferably at about -78 °C. 

15 Compounds of the formula XIII can be prepared as 

outlined in S. Kiyooka, et al. , J. Org. Chem. . 5409 (1989) 
and Y. Hamada, et al., Chem. Pharm. Bull. . 1921 (1982). 

Compounds of the formula XIV are either commercially 
available or can be prepared as outlined in L>. Fieser and M. 

20 Fieser, Reagents for Organic Synthesis . John Wiley and Sons, 
New York, Vol. 1, p. 112 (1967). 

Unless indicated otherwise, the pressure of each of the 
above reactions is not critical. Generally, the reactions 
will be conducted at a pressure of about one to about three 

25 - atmospheres-, — preferably at ambient pressure (about one 
atmosphere) . 

The compounds of the formula I which are basic in 
nature cure capable of forming a wide variety of different 

salts witlr- various inorganic and organic acids. Although 

30 suctT ~ ^alts must be pharmaceutically acceptable for 
a<toinistratio_n_ to animals, it is often desirable in practice 
to initially isolate a compound of the formula I from the 
reaction mixture as a pharmaceutically unacceptable salt and 
then simply convert the latter back to the free base 
35 compound by treatment with an alkaline reagent, and 
subsequently convert the free base to a pharmaceutically 
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acceptable acid addition salt. The acid addition salts of 
the base compounds of this invention are readily prepared by 
treating the base compound with a substantially equivalent 
amount of the chosen mineral or organic acid in an aqueous 
solvent medium or in a suitable organic solvent such as 
methanol or ethanol. Upon careful evaporation of the 
solvent, the desired solid salt is obtained. 

The acids which are used to prepare the 
pharmaceutical^ acceptable acid addition salts of the base 
compounds of this invention are those which form non-toxic 
acid addition salts, i.e., salts containing 
pharmacologically acceptable anions, such as hydrochloride 
hydrobromide, hydroiodide, nitrate, sulfate or bisulfate' 
phosphate or acid phosphate, acetate, lactate, citrate or 
acid citrate, tartrate or bitartrate, succinate, maleate, 
fumarate, gluconate, saccharate, benzoate, methanesulf onate 
and pamoate [i.e., 1,1' -methylene-bis- ( 2 -hydroxy- 3 - 
naphthoate) ] salts. 

Those compounds of the formula I which are also acidic 
in nature, e.g., where contains a carboxylate, are capable 
of forming base salts with various pharmacologically 
acceptable cations. Examples of such salts include the 
alkali metal or alkaline-earth metal salts and particularly, 
the sodium and potassium salts. These salts are all 
25 prepared by conventional techniques. The chemical bases - 
which are used as reagents to prepare the pharmaceutical^ 
acceptable base salts of this invention are those which form 
non-toxic base salts with the herein described acidic 
compounds of formula I. These non-toxic base salts include - 
those derived from such pharmacologically acceptable cations 
as sodium, potassium calcium and magnesium, etc. These 
salts can easily be prepared by treating the corresponding 
acidic compounds with an aqueous solution containing the 
desired pharmacologically acceptable cations, and then 
evaporating the resulting solution to dryness, preferably 
under reduced pressure. Alternatively, they may also be 
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prepared by mixing lower alkanolic solutions of the acidic 
compounds and the desired alkali metal alkoxide together, 
and then evaporating the resulting solution to dryness in 
the same manner as before. In either case, stoichiometric 
5 quantities of reagents are preferably employed in order to 
" ensure completeness of reaction of maximum product of yields 

of the desired final product, 

„ _ The compounds of the formula I and the pharmaceutical^ 

acceptable salts thereof (hereinafter, also referred to as 
10 the active compounds of the invention) are useful 
psychotherapeutics and are potent serotonin (5-HTJ agonists 
and may be used in the treatment of depression, anxiety, 
eating disorders, obesity, drug abuse, cluster headache, 
migraine, chronic paroxysmal hemicrania and headache 
15 associated with vascular disorders, pain, and other 
disorders arising from deficient serotonergic 
neurotransmission. The compounds can also be used as 
centrally acting antihypertensives and vasodilators. 

The active compounds of the invention are evaluated as 

2 0 anti-migraine agents by testing the extent to which they 

mimic sumatriptan in contracting the dog isolated saphenous 
vein strip (P. P. A. Humphrey et al., Br. J. Pharmacol^,, 94, 
1128 (1988)). This effect can be blocked by methiothepin, 
a known serotonin antagonist. Sumatriptan is known to be 

_ _25-- -useful in the treatment of migraine and produces a selective 
increase in carotid vascular resistance in the anaesthetized 
dog. It has been suggested (W. Fenwick et al. , Br. J. 
Pharmacol. . 96 , 83 (1989)) that this is the basis of its 

efficacy. 

3 0 The compositions of this present invention may be 

formulated in a conventional manner using one or more 
pharmaceutically acceptable carriers. Thus, the active 
compounds of the invention may be formulated for oral, 
buccal , intranasal , parenteral (e.g., intravenous , 
3 5 intramuscular or subcutaneous) or rectal administration or 
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in a form suitable for administration by inhalation or 
insufflation. 

For oral administration, the pharmaceutical 
compositions may take the form of, for example, tablets or 
capsules prepared by conventional means with 
pharmaceutical^ acceptable excipients such as binding 
agents (e.g. pregelatinised maize starch, 
polyvinylpyrrolidone or hydroxypropyl - methy-lceHulose> 
fillers (e.g. lactose, microcrystalline cellulose or calcium 
phosphate); lubricants (e.g. magnesium stearate, talc or 
silica); disintegrants (e.g. potato starch or sodium starch 
glycollate); or wetting agents (e.g. sodium lauryl 
sulphate). The tablets may be coated by methods well "known 
in the art. Liquid preparations for oral administration may 
15 take the form of, for example, solutions, syrups or 
suspensions, or they may be presented as a dry product for 
constitution with water or other suitable vehicle before 
use. such liquid preparations may be prepared by 
conventional means with pharmaceutical^ acceptable 
20 additives such as suspending agents (e.g. sorbitol syrup, 
methyl cellulose or hydrogenated edible fats); emulsifying 
agents (e.g. lecithin or acacia) ; non-aqueous vehicles (e.g. 
almond oil, oily esters or ethyl alcohol); and preservatives 
(e.g. methyl or propyl p-hydroxybenzoates or sorbic acid). 
25 For buccal administration the composition may- take- the 

form of tablets or lozenges formulated in conventional 
manner . 

The active compounds of the invention may be formulated 
for parenteral administration by injection, -including- using 

30 conventional catheterization techniques "or infusion . 
Formulations for injection may be presented in unit dos_age 
form e.g. in ampules or in multi-dose containers, with an 
added preservative. The compositions may take such forms as 
suspensions, solutions or emulsions in oily or aqueous 

35 vehicles, and may contain formulating agents such as 
suspending, stabilizing and/or dispersing agents. 
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Alternatively , the active ingredient may be in powder form 
for reconstitution with a suitable vehicle, e.g. sterile 
pyrogen-free water, before use. 

The active compounds of the invention may also be 
5 formulated in rectal compositions such as suppositories or 
retention enemas, e.g., containing conventional suppository 
bases such as cocoa butter or other glycerides. 

For intranasal administration or administration by 
inhalation, the active compounds of the invention are 

10 conveniently delivered in the form of a solution or 
suspension from a pump spray container that is squeezed or 
pumped by the patient or as an aerosol spray presentation 
from a pressurized container or a nebulizer, with the use of 
a suitable propellant, e.g. dichlorodif luor omethane , 

15 trichlorof luor omethane , dichlorotetraf luoroethane, carbon 
dioxide or other suitable gas. In the case of a pressurized 
aerosol, the dosage unit may be determined by providing a 
valve to deliver a metered amount. The pressurized 
container or nebulizer may contain a solution or suspension 

20 of the active compound. Capsules and cartridges (made, for 
example, from gelatin) for use in an inhaler or insufflator 
may be formulated containing a powder mix of a compound of 
the invention and a suitable powder base such as lactose or 
starch. 

25 A proposed dose of the active compounds of- the. 

invention for oral, parenteral or buccal administration to 
the average adult human for the treatment of the conditions 
referred to above (e.g., migraine) is 0.1 to 200 mg of the 
active ingredient per unit dose which could be administered^ 

3 0 for example, 1 to 4 times per day. 

Aerosol formulations for treatment of the conditions 
referred to above (e.g., migraine) in the average adult 
human are preferably arranged so that each metered dose or 
"puff" of aerosol contains 20 to 1000 /xg of the compound 

3 5 of the invention. The overall daily dose with an aerosol 
will be within the range 100 nq to 10 mg. Administration 
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may be several times daily, for example 2, 3, 4 or 8 times 
givxng for example, 1, 2 or 3 doses each time. 

The following Examples illustrate the preparation of 
the compounds of the present invention. Melting points are 
uncorrected, nmr data are reported in parts per million (*) 
and are referenced to the deuterium^ lock signal from the 
sample solvent. Specific rotations were measured at room 
temperature using the sodium-D -line (589 nm) . 

Commercial reagents were utilized without further 
purification. Chromatography refers to column 

chromatography performed using 32-63 ^m silica gel and 
executed under nitrogen pressure (flash chromatography) 
conditions. Room temperature refers to 20 - 25«c. 

" EXAMPT.T? i 

General Procedure ^ R fl d H ,.f^ n Qf t^,^ _ 

carbonyl- p Yrrol itin-M^^.,,.,, ^ , K^BengyloK^ 
, carbonyl-a g etidin- ? -y, rnrbQnv1 . 1P .^^ l ea , OT . , 
carbo PY i- pi peridin- ? ..v 1 ^ r ^ 1 „ w .,^^ ^ PoyTTt ,_ 

MethYl " P^olidin- ? -vl m ^ M -^- lBdQlftw , 1 

azetidin-z-ylmethYD-iH-tndol^. ^ ^ h-m^-,^-^ 
Zlmethvl > -lH--i r^i e a . r nBpn .^ 

To a stirred solution of (R) — or (S)-(N- 
ben Z yloxycarbonylpyrrolidin-2-ylcarbonyl)-lH-indole, 
W-# (S), or (RrS)-(N-benzyloxycarbonylazetidin-2- 
ylcarbonyl)- 1H -indole,- --or- -<R,- r -( S ,-, or (R,s,-( N - 
benzyloxycarbonylpiperidin-2-ylcarbonyl) -IH-indole, (5 . 00 
Bm ° 1) in anhydrous tetrahydrofuran (20mL) at room 
temperature under nitrogen was carefully added lithium 
aluminum hydride (0.57 g -15.0- nnmol, 3.0 eg) as a powder, 
and the resulting mixture was stirred at room temperature 
under nitrogen for 1 hour. .. The mixture, was .then heated at 
reflux (66-C) under nitrogen for 12 hours. The reaction was 
then guenched with successive" additions of water (0.5 mL) 
aqueous sodium hydroxide (20%, 0 .5 mL) , and the „ 

additional water (1.0 mL), and the resulting mixture 
filtered through diatomaceous earth (Celite (trademark)) 
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The solids were then washed with copious amounts of ethyl 
acetate (50 blL) . The combined filtrate was then washed with 
water (20 mL) , dried (MgS0 4 ) , and evaporated under reduced 
pressure. The residue was then column chromatographed using 
5 silica gel (50 g) and elution with the appropriate solvent 
system to afford the 3- (N-methylpyrrolidin-2-ylmethyl) -lH- 
indole, 3- (N-methylazetidin-2-ylmethyl) -lH-indole, or 3-(N-~ 

methylpiperidin-2-ylmethyl) -lH-indole. - Following this 

procedure the following compounds were prepared: 
10 A, (8) -5-Methoary-3- (K-methvlPvrrolidip-2-Y lm ethvl) -1H- 

indole 

(S) - (N-Benzyloxycarbonylpyrrolidin-2-ylcarbonyl) -5- 
methoxy-lH- indole was used. The chromatographic eluent was 
8% triethylamine in ethyl acetate to afford the title 

15 compound (yields ranged from 22 to 57%) as an oil: IR 
(CHC1 3 ) 3475, 1625, 1585, 1480, 1455 cm- 1 ; l H NMR (CDC1 3 ) S 
8.13 (br s, 1H) , 7.23 (d, J=8 . 8 Hz, 1H) , 7.04 (d, J=2 . 4 Hz, 
1H) , 6.97 (d, J=2.2 Hz, 1H) , 6.84 (dd, J=2.4 and 8.8 Hz, 
1H) , 3.86 (s, 3H) , 3.17-3.10 (m, 2H) , 2.58 (dd, J=9 . 9 and 

20 13.9HZ, 1H), 2.50-2.40 (m, 1H) , 2.47 (s, 3H) , 2.26-2.17 (m, 
1H), 1.89-1.72 (m, 2H) , 1.70-1.52 (m, 2H) ; U C NMR (CDC1 3 ) S 
153.8, 131.4, 128.2, 122.7, 113.9, 111.8, 111.7, 101.1, 
66.6, 57.5, 56.0, 40.8, 31.5, 30.0, 21.9; \LRMS , m/z 
(relative intensity) 244 (M + , 7), 160 (20) , 145 (16), 117 

25 (21), 84 (100); HRMS : calculated f or -C I5 H 2D N 2 0: - - -244 .-1-5^-3 f - 
found: 244.1575; [a] 25 = -96° (CHC1 3 , c = 1.0) . 

B. (R) -5-Methoxv-3- ( N-methvlpvrrolidiri-g-Y 1m ^thvl^ 
indole 

(R) - (N-Benzyloxycarbonylpyrrolidin*2*y±carbony^l) ^5- 
30 methoxy-lH-indole was used. The chromatographic eluent was 
8% triethylamine in ethyl acetate _to afford, the. _ title, 
compound (yields ranged from 13 to 61%) as an oil whose 
spectral and physical properties were identical with the 
spectral and physical properties of the title compound of 
35 Example 1A with the exception of specific rotation of plane 
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polarized light: [a]* = + 10 o« (CHC1 3 , c = i.o). HRMS: 

calculated for C^H^O: 244.1573; found: 244.1547. 

C * (R) -5-Dibenzvlainipo-.3- fw - nethvlByrroid^o- 
vlmethvl ) -iH-i tm n i « 

(R) -3- (N-Benzyloxycarbonylpyrrolidin-2-ylcarbonyl) -5- 
dibenzylamino-iH-indole was used. Column chromatography 
using elution with methylene chloride/methanol/ ammonium 
hydroxide- -ts-:i:a.l] -afforded the title compound as a pale 
green foam: »H NMR (CDC1 3 ) 6 7.82 (br s, NH) , 7.35-7.19 (m, 
10 H), 7.20 (d, J=8.6 HZ, 1H) , 6.95 (d, J=2 . 1 Hz, 1H) , 6.85 
(dd, J=2.3 and 8.7 Hz, 1H) , 6.80 (d, J=2.2 Hz, 1H) , 4.65 (s, 
4H), 3.25-3.02 (m, 2H) , 2.52 (dd, J=9.5 and 13.9 Hz, 1H) , 
2.39-2.15 (m, 2 H), 2.30 (s, 3H) , 1.85-1.40 (m, 4H) ; 13 C NMR 
(CDC1 3 ) S 143.2, 139.7, 130.5, 128.5, 128.2, 127.3, 126.8, 
122.9, 112.5, 112.2, 111.8, 103.4, 67.0, 57.4, 56.4, 40.6, 

31.4, 29.7, 21.9. HRMS: calculated for C^M, 409.2520. 
Found 409.2475. 

D * (R) -5-Methoxy-3- (K-nethvlB iperid-2-yiaethvH -1H- 
indole 

(R) -3- (N-Benzyloxycarbonylpiperid-2-ylcarbonyl) -5- 
methoxy-iH-indole was used. Column chromatography using 
elution with 6% triethylamine in ethyl acetate afforded the 
title compound as a white foam: 13 C NMR (CDC1 3 ) S 153.7, 
131.4, 128.3, 123.3, 113.2, 111.7, 111.6, 101.2, 64.4, 57.2,' 

55.5, 4^.4,- -31-. 0-, 28.8, 25.9, 24.1; [a] 25 - +67° (CDC1 3 , 
c=1.0); HRMS: calculated for C.^H^O: 258.1734. Found: 
258.1710. 

E - (S)-5-Methoxy-3-fN-me1:livlag ei:idin-g-vi me thvll-iTT- 
indole 

(S) -3- (N-Benzyloxycarbonylazetidinyl-2-ylcarbonyl) -5- 
methoxy-lH-_indole .was. used. The chromatographic eluet was 
8% _ triethylamine in ethyl acetate to afford the title 
compound as a white solid: mp, lis. 0-120. 0*C; I3 C NMR (CDC1 3 ) 
6 153.8, 131.6, 128.0, 122.9, 112.3, 111.9, 111.8, 101.0, 
68.5, 56.0, 53.1, 44.7, 32.4, 25.0; [a] 25 = -440 (CHC1 3 , 
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c=l.O). Anal, calcd for C 14 H 1S N 2 0: C, 73..01-; H, 7.88, N, 
12.16. Found: C, 72. 65; H, 7.91; N, 12.06. 

F. (R.8)-5-Methoxv>3 - (N-methvlazetidin-2-vlmethvl) - 
IH-indole 

5 (R,S) -3- (N-Benzyloxycarbonylazetidinyl-2-ylcarbonyl) -5- 

methoxy-lH-indole was used. The chromatographic eluet was 
10% triethylamine in ethyl acetate to afford the title 
compound as a white solid: mp, 11£^I1-JU19-. 0°-C;. Anal, calcd 
for C 14 H 18 N 2 0: C, 73.01; H, 7.88; N, 12.16. Found: C, 72.61; 
10 H, 7.99; N, 12.10. 

EXAMPLE 2 

General Method for the Hvdroaenation of 5- (2-Bulf onvl- 
ethenvl) -3- (N-methvlpyrrolidin-2-vlmethvl) -IH-indoles to 
Form 5- (2-B ulf onvlethvl) -3- (N-methvlpvrrolidin-2-vlmethvl) - 

15 IH-indoles 

A solution of 5- (2-sulf onylethenyl) -3- (N- 
methylpyrrolidin-2-yl)-lH-indole (0.47 mmol) and 10% Pd/C 
(0.150 g) in ethanolic hydrogen chloride [prepared from 
absolute ethanol (10 nL) and acetyl chloride (43 /iL) ] and N, 

20 N-dimethylf ormamide (7.5 mL) was shaken under a hydrogen 
atmosphere (15 psi) at room temperature for 20 hours. The 
resultant reaction mixture was filtered through diatomaceous 
earth (Celite (trademark)), washed with absolute ethanol, 
and the combined filtrates were evaporated under reduced 

25 pressure. The residue was -partitioned -between- ethyl acetate 
and water. The organic phase was separated, washed with 
water (3x) , brine (lx) , dried (Na 2 S0 4 ) , and evaporated under 
reduced pressure to afford a yellow oil. Column 
chromatography of this oil using-sdlica-gel and elution with 

3 0 methylene chloride/ absolute " "ethanol/ ammonia (90:10:1) 
afforded Jthe appropriate 5- I2-_Ethylsulf qnyj.e_thyl) -3- (N- 
methylpyrrolidin-2-ylmethyl) -1H- indole. Following this 

procedure, the following compounds "Were prepared: 
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A - (R)-5-(2-Ethvla ulfonvlet:hvl)-3-(ll-.mei:hvlpvrrolidi^- 
2-vlmethyl) -lH-indole 

(R)-.5-trans-(2-Ethylsulfonylethenyl)-3-(N- 
methylpyrrolidin-2-ylmethyl) -lH-indole (Example 4A) was 
5 reduced as described above. Chromatography afforded the 
title compound" (0.33 mmol, 70%) as a gum: TLC 
(C^Cl 2 :EtOH:NH 3 ~ 90:10:1): R, - 0.3; [a] 25 = + 62- (methanol, 

_. c..=_o.lO-> Anal. Calcd for C^H^OjS • 0.05 CH 2 ci 2 : c, 

63.21; H, 7.67; N, 8.17; found: C, 63.55; H, 7.61; N, 8.41. 
10 B * f R> -5- ( 2-Methyl »mi ™^« uif onvlethvl) -3- (N-mefchyl - 

Pvrrolidin -2-vlmethvl) -lH-infioi g 

J?A!l 5 r trans ~ (2-Methylaminosulf onylethenyl) -3- (N- 
methylpyrrolidin-2-ylmethyl) -lH-indole (Example 4B) was 
reduced as described above. Chromatography afforded the 
15 title compound (65%) as a foam. Anal. Calcd for C^NjC^S • 
0.1 CH 2 C1 2 : C, 59.71; H, 7.39; N, 12.12; found: C, 59.66; 
H, 7.14; N, 11.90. 

EXAMPLE 3 

General Synthesis of 3 - (M-Bangyioxvcarbonvlpvrrolidin- 
20 2-ylearbonvl) -lH-indolea 3- m-Ban g Y loxvearbonvlazetia^-9- 
VlcarbonvD-lH-indQles. or 3. f M-Bflnzv l oxvearbBnvlpiperi di t>- 
2-vlcarnon yH -lH-indolea . 

Two solutions containing the reactants were prepared 
separately as follows. To a stirred solution of N- 

-25— carbobenzyloxyproline (D or L, 3.10 g, 12.4 mmol, l eq) or 
N-carbobenzyloxyazetidine-2-carboxylic acid (R or s or 
racemate, 12.4 mmol) or N-carbobenzyloxypipecolinic acid (R 
or S or racemate, 12.4 mmol) in anhydrous methylene chloride 

(-7- mix} — with one drop dimethylf ormamide was added oxalyl 

30 " chloride (1.60 mL, 18.4 mmol, 1.5 eq) , and the resulting 
. _^?ej^escing_ solution was stirred at room temperature under 
nitrogen for 1.5 hours. The solution was then evaporated 
Ur "* er deduced pressure, and any remaining solvent was 
removed from the residual oil using high vacuum to afford 

35 the N-benzyloxycarbonylproline acid chloride. At the same 
time, a solution of ethylmagnesium bromide (3.0 M in ether, 
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4.13 mL, 12.4 mmol, 1 eq) was added to a stirred solution of 
the indole (12.4 mmol) in anhydrous ether (50 mL) # and this 
cloudy solution was heated at reflux .under nitrogen for 1.5 
hours to form the indolemagnesium bromide salt. The proline 
5 acid chloride was then dissolved in methylene chloride or 
ethyl ether (3 mL) , and this solution~was added dropwise to 
the stirred solution of the indolemagnesium bromide salt at 
room temperature , and the resultant . reaction mixture was 
stirred at room temperature under nitrogen for 1 hour. A 

10 saturated solution of sodium hydrogen carbonate (25 mL) and 
ethyl acetate (50 mL) was then added to the reaction 
mixture, and this mixture was vigorously stirred for 15 
minutes. The resulting mixture was filtered through 
diatomaceous earth (Celite (trademark) ) , the solids washed 

15 with copious amounts of ethyl acetate , and the ethyl acetate 
layer was separated from the aqueous layer which was 
extracted with ethyl acetate (2 x 25 mL) . All ethyl acetate 
extracts were combined, dried, and evaporated under reduced 
pressure. The residual oil/solid was flash chromatographed 

20 using silica gel (250 g) and eluted with an appropriate 
solvent system to afford the desired 3-(N- 
benzyloxycarbonylpyrrolidin-2-ylcarbonyl) indole , 3- (N- 
benzyloxycarbonylazetidin-2-ylcarbonyl) -lH-indole, or 3-(N- 
benzyloxycarbonylpiperidin-2-ylcarbonyl) -IH-indole. 

25 A. (S) *3-(K-Ben2vloxycarbon-vlpvrrolidin-'2-vlcarbonvH - 

5 -methoxv-lH- indo 1 e 

N-Carbobenzyloxy-L-proline was used. Chromatography 
using 4 0-60% ethyl acetate gradient in hexanes afforded the 
title compound (yields -ranged from- 27- to 43%) as a white 

3 0 powder. Recrystallization irTethyl* acetate /hexanes afforded 
an analytical sample as white crystalline solid: mp, 
164. 0-165. 0°C; IR (KBr) 3250, 1695, 1660, 1585, 1520, 1485, 
1450, 1425 cm* 1 ; *H NMR "(CDCI3) "~[ Note: the spectrum of the 
title compound appears as a 1:3 mixture of diastereomers due 

35 to slow inversion of the amide nitrogen on an NMR time 
scale. Therefore, the *H NMR will be interpreted for each 
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compound separately with the more abundant conformer quoted 
first] S. [more abundant conformer] 9.83 (br s, 1H) , 7.53 (d, 
J=3.4 Hz, 1H), 7.42-7.30 (m, 6H) , 7.00 (d, £=8.9 Hz, 1H) ', 
.6.69 (dd, J=2.4 and 9.0 HZ, 1H) , 5.25 (d, J=12 . 9 Hz, 1H) ' 
5 5 * 14 _ (d ' ^ 12 * 5 Hz ' 1H), 5.07-4.99 (m, 1H), 3.74 (s, 3H) [ 
3:78-3.55 (n, 2H), 2.28-1.84 (m, 4H) and S [less abundant 
conformer] 9.28 (br s, 1H) , 7.90 <d r J=2.3 Hz, 1H) , 7.59 (d, 

£=JL.4 Hz, 1H), 7.24 (d, £=9.0 Hz, 1H) , 7.06-6.90 (m, 5H) \ 

6.88 (dd, £=2.7 and 9.0 Hz, 1H) , 5.07-4.99 (m, 2H) , 4.96^ 
10 4.88 (m, 1H), 3.86 (s, 3H) , 3.78-3.55 (m, 2H) , 2.28-1.84 (m, 
4H); TURKS, m/z (relative intensity) 379 (8), 378 (M + ,33), 204 

(31) ' 174 (64 >' 160 (41)/ 146 (10), 91 (100). Analysis: 

calculated for C^H^O,: C, 69.83; H, 5.86; N, 7.40; found: 
C, 69.81; H, 5.67; N, 7.40. 

15 B * (R) (N-Ben2Yloxynarh OB vl rY r ro iiaiT,-i>-vi ear h a T,Yi > - 

5-meth Q ^-iTT-iT,^i ^ 

N-Carbobenzyloxy-D-proline was used. Chromatography 
using 40-60% ethyl acetate gradient in hexanes afforded the 
title compound (yields ranged from 25 to 36%) as a white 

20 powder. Recrystallization in ethyl acetate/hexanes afforded 
an analytical sample as a white crystalline solid: mp, 
165. 0-166. 0"C. The spectral and physical data for the title 
compound was identical in all respects with the spectral and 
physical data of its enantiomer (the title compound of 

2.5__J2xample 3A) ; HRMS: calculated for C^l^o,: 378.1582; found: 
378.1573. 

C * (R) - 3- (H-BemiYlogye a rbonylpTrroUdin-?- 
ylcarbonvll -s-di benzvlamlno-iH-tndoi » 

N-Carbobenzyloxy-D-proline was used. Trituration of 

0 the extraction residue with diethyl ether afforded the title 
— C .°*P9*P* as a solid: mp, 176. 0-177. 0»C; lrms (m/z, relative 
intensity) 543 (100, M+) , 453 (10) , 407 (7), 339 (40), 307 
(10), 247 (10), 154 (38); [a]"= + U2« (THF, c=1.0); Anal, 
calcd for C35H33N3O3: C, 77.32; H, 6.12; N, 7.73. Found: c, 
5 77.35; H, 6.30; N, 7.66. 
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D. (R) -3- (N-Benzvloxvcarbonvlpiperid-2-vlcarbonvl) -5- . 
methoxv-lH-indole 

N-Carbobenzyloxy-D-pipecolinic acid was used. Column 
chromatography using elution with 10% ether in methylene 
5 chloride afforded the title compound as a tan foam: LRMS 
(m/z, relative intensity) 392 (90, M + ) , 348 (27), 284 (13) , 
273 (12), 258 (15) , 237 (47), 217 (58), 173 (100), HRMS: 
calculated_f or- C, 3 H 33 N 3 0 2 :- C,- 69 . 22 ; H, 5.53; N, 7.69. Found: 
C, 69.35; H, 5.33; N, 7.64. 
10 E. (81-3- (N-Benzvloxvcarbonvl azetidinvl-2- 

vlcarbonvl) - 5 -methoxv-lH- indole 

(S) -N-Carbobenzyloxyazetidine-2-carboxylic acid was 
used. Trituration of the extract residue with absolute 
methanol afforded the title compound as a white solid: mp, 
15 199. 0-200. 0°C. Anal, calcd for C^H^C^: C, 69.22; H, 5.53; 
N, 7.69. Found: C, 69.35; H, 5.33; N, 7.64. 

F. (R,8)-3- (N-Benz vloxvcarbonyla z et id iny 1 -2 - 
ylcarbonyl) - 5 -methoxv-lH- indole 

(R, S) -N-Carbobenzyloxyazetidine-2-carboxylic acid was 
20 used. Trituration of the extract residue with absolute 
methanol afforded the title compound as a white solid: mp, 
199.0-200. 0°C. Anal, calcd for C^HjoNjC^: C, 69.22; H, 5.53; 
N, 7.69. Found: C, 68.85; H, 5.47; N, 7.57. 

EXAMPLE 4 

25 General- - Method- > for the Synthesis of 5-trans-(2- 

sulf onvlethenvl) -3-(N-nethvlpyrroliain-2-vlmethvH -1H- 
indoles 

A mixture of the appropriate vinyl sulfone (1.17 mmol, 
1.4-eq) tri-o-tolylphosphine (0.075 g, 0.25 mmol, 0.33 eq) , 
30 palladium - (XX) acetate (0.013 g) , triethylamine (0.25 mL, 
_JL.79 mmol # _ 2 eq)^_ and. (R) -5_-bromo-3- (N-methylpyrrolidinyl- 
methyl) -1H- indole (0.25 g, 0.85 mmol) in anhydrous 
acetohitriie (3 mL) was heated at reflux under nitrogen for 
17 hours. The resultant reaction mixture was evaporated 
35 under reduced pressure, and the residue was column 
chromatographed using silica gel and 
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elution with methylene chloride/ absolute ethanol/ammonia 
(90:8:1) to afford the title compound. 

A * m " 5 ' tran8 ~ f 2-Kthvlaulf aTiy i ethenvl » - ( N-m^y i - 
PYrrolidln-2-vlmflth Y l^-iH-<Tirtoi a 

5 Ethyl vinyl sulfone was used, and chromatography 

afforded the title compound (65%) as a white foam: TLC 
(CH 2 Cl 2 /EtOH/NH 3 , 90:10:1):*- 0.5. Analysis: calculated for 

Cl,W # °' 2 CH > C1 - C, 62.55; Hf 7.04; N, 8.02; found- 
C, 62.65; H, 6.94; N, 7.92. 

10 B * (R>-5-tran3>(2-Methvlamin Qa m D h 0 nvl fl thp nv i).3-( W . 

methyl-pyrrol i fiin-z-vi^*^ .^-i - 

N-methylvinylsulfonamide was used, and chromatography 
afforded the title compound (71%) as a white foam. 
Analysis: calculated for qftBftB • 0.1 CH 2 C1 2 : c, 60.06; 
15 H, 6.84; N, 12.29; found: C, 59.74; H, 6.77; N, 11.97. 

EXAMPLE * 

General Procedure for rne Hvdr^. P ^ ueti OB 
Ben 2 yl 0 xyc a rhon Y 1-PYrro lidiTi -. ? - v i mQ i: h v^-, g . indQlftg 

(N-BenzyloxyoarhonYlpiperid-p-y^ethvi^^-^d o^,, , ^ 

3-(N-Meth Y lpyrrolldi n - ? . YlBlft1 . hvl ,. 1Tr .^, o lflB WT ,„ ,_ f „_ 
Methvlpjparid-9-Y iaethvi y -lB-indni ««, 

To a stirred mixture of lithium aluminum hydride (0.152 
g, 4.00 mmol,2 eg) in anhydrous tetrahydrofuran (io mL) at 
0-C was added rapidly a solution of the 3-(N-ben 2 yloxy- 
25 carbonylpyrrolidin-2-ylmethyl)-l H -indole or the 3-( N - 
benzyloxycarbonylpiperid-2-ylmethyl)-iH-indole (2.00 mmol) 
m anhydrous tetrahydrofuran (5 mL) . The resulting mixture 
is heated at reflux under a nitrogen atmosphere for 3 hours. 
The reaction mixture is cooled, and water (0.25 mL) , 15% 
agueous sodium hydroxide (0.25mL) , and then more water (0.75 
mL) were added sequentially. The resulting mixture was 
stirred at 25-C for 30 minutes, filtered, and the filtrate 
was evaporated under reduced pressure. The residue was 
column chromatographed using silica gel (approximately 50 g) 
and elution with a solution methylene chloride: methanol: 
ammonium hydroxide [9:1:0.1] or other appropriate solvent 
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system to afford the corresponding 3- (N-methylpyrrolidin-2- 
ylmethyl) -lH-indole or 3- (N-methylpiperid-2-ylmethyl) -1H- 
indole. 

Following this procedure the following compounds were 
5 prepared : 

~ a! (R) -5-(Methvlamino8ulfonvlmethvl) -3- (N-methvl- 
PYrrolidin-2-vlmethvl) -IH-indole 

(R)-^3^(N-Benzyloxycarbonylpyrrolidin-2-ylmethyl) -5- 

(methylaminosulf onylmethyl) -1H- indole was used* The 
10 reaction residue after aqueous work-up as described above 
was triturated with absolute methanol to afford the title 
compound as a white solid: mp, 213 . 0-214 . 0°C; 1 H NMR (DMSO- 
d*) S 10.9 (br s f indole NH) , 7.51 (be d, 1H) , 7.31 (d, J=8 . 3 
Hz, 1H), 7.16 (br d, 1H) , 7.08 (br dd, J=8 . 3 Hz, 1H) , 6.82 
15 (br q, sulfonamide NH) , 4.35 (s, 2H) , 3.07-2.95 (m, 2H) , 
2.54 (d, J=4.7 Hz, 3H) , 2.52-2.38 (m, 2H) , 2.35 (s, 3H) , 
2.10 (br, q, J«8.2 Hz, 1H) , 1.75-1.40 (m, 4H) ; [a] 25 =+89° 
(DMSO-d*, c=1.0); Anal, calcd for C^^Sb^: C, 59.79; H, 
7.21; N, 13.07. Found: C, 59.66; H, 7.29; N, 12.81. 
20 B. fR) -5 -Aminome thvl-3 - (N-aethvlpyrrolidin-2- 

ylTne^yl) -IH-inole 

(R) -3- (N-Benzyloxycarbonylpyrrolidin-2-ylmethyl) -5- 

cyano-lH-indole was used. Column chromatography using 

elution with 9:1:0.1 [methylene chloride: methanol :ammonium 
-25— hydroxide} afforded the title compound as a white foam: U C 
NMR S 135.6, 132.3, 127.5, 123.0, 122.8, 121.4, 117.1, 
112.8, 111.5, 66.8, 57.2, 46.4, 40.5, 31.2, 29.2, 21.5; 
HUMS : calculated for C 15 H 21 N 3 243.1737, found 243.1732. 

C. fR. 8) -5- (Methvl aminosulf onvlmethyl) -3- (N- 

3 0 methvlpiperid- 9-Y lTntt *hvl*-lH- indole 

. CR^S).-3-XN-Benzyloxycarbonylpiperidin-2-ylmethyl) -5- 
(methylaminosulf onylmethyl) -1H- indole was used. Column 
chromatography using elution with 10% triethylamine in ethyl 
acetate afforded the title compound as a clear, colorless 
35 oil: 13 C NMR (DMSO-dJ S 135.9, 127.7, 124.0, 123.6, 121.0, 
119.7, 111.9, 111.1, 63.9, 56.7, 56.3, 43.2, 30. 5, 29.0, 
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27.9, 25.5, 23.7; LRMS (m/z, relative intensity) 336 (1, -M + ) 
241 (5), 143 (31), 142 (13), 99 (34), 98 (100), 70 (16) ' 
HRMS calculated for C^^s: 336.1745; found: 336.1756. 

EXAMPLE! fi 

General Procedure for the o»+_„i Y + i e Rad ».H^ Qf ^. fw , 
Benzyloxvorhony^vrroi i din-r-vimethvi i -m-| ndo1 ga^ag^N-' 
BenzYloxYcarbonylp i pe rid-a-vT^r hv^.^-^^^t ^a Pnrm ^ 7 ,1 
(Pyrrolid1n-?-yi m ethvi>.-,^^ d olea --i.^ 
vlmethvi i -ih-It^i ■ 

A mixture of the 3- (N-benzyloxycarbonylpyrrolidin-2- 
ylmethyl) -IH-indole or the 3- (N-benzyloxycarbonylpiperid-2- 
ylmethyl)-i H -indole (2.00 mol, , io% palladium on carbon 
(0.20 g), and ammonium formate (1.26 g, 20 mmol, 10 eg) in 
absolute ethanol (15 tuL) was stirred under a nitrogen 
atmosphere for 4 hours. The resulting reaction mixture was 
filtered through diatomaceous earth, and the filtrate was 
evaporated under reduced pressure. The residue was column 
chromatographed using silica gel (approximately 50 g) and 
elution with a solution of methylene chloride: methanol- 
20 ammonium hydroxide [8:2:0.2] or other appropriate solvent 
system to afford the corresponding 3-(pyrrolidin-2- 
ylmethyl)-iH-indole or 3-(piperid-2-ylmethyl) -IH-indole. 

Following this procedure the following compounds were 
prepared: 

25 A * (3) -5- (Methylaminosulf onvl m ethvl) -3-( P Trr Q Hrt4n-^. 

vlmethvl ) -lH-^rtrM o 

(R) -3- (N-Benzyloxycarbonylpyrrolidin-2-ylmethyl) -5- 
(methylaminosulfonylmethyl)-iH-indole was used. Column 
chromatography as described above afforded" the - title 
compound as an off-white gum: »c NMR (DMSO-d,) - 6 135.9 
127.5, 123.8, 123.7, 120.9, 119.7, 112.4, 111,1^59.2. 56.' 6 \ 
45.7, 31.1, 31.0, 29.0, 24.6; [a] 2S = +4 « (DMSO-d,, c=1.0)- 
[a]*=-i 4 ° (EtOH/CHCl 3 f c=l.o); HRMS : calculated for 

[C 15 H 21 N 3 0 2 S»H + ] : 308.1433; found: 308.1467. 
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B. (R) -5-Cvano-3-(pvrrolidin-2- Y' lme ' fch Yl> -1H- indole 
(R) -3- (N-Benzyloxycarbonlpyrrolidin-2-ylmethyl) -5- 
cyano-lH- indole was used. Column chromatography as 

described above afforded the title compound as an off-white 
5 gum: "C NMR (CDCl 3 /CD 3 OD) S 138.1, 127.2, 125.0, 124.4, 
124.2, 121.0, 113.4, 112.2, 101.5, 59.5, 50.1, 45.7, 31.3, 
30.3, 24.7; LRMS (M/z, relative intensity) 225 (M+,3), 179 
(3), 155 (10), 70 (100); HRMS: calculated for C, 4 H 15 N3 
225.1268, found 225.1245. 
10 C. (R) -3- (Pvrrolidin-2-vlmethvl) -lH-indole 

(R) -3-(N-Benzyloxycarbonylpyrrolidin-2-ylmethyl) -1H- 
indole was used. Evaporation of the filtrate residue 
directly afforded the title compound as a white foam: 'H NMR 
(CDC1 3 ) S 9.05 (br s, indole NH) , 7.50 (d, 2=8.6 Hz, 1H) , 
15 7.23 (d, J=8.6 Hz, 1H) , 7.12-6.98 (m, 2H) , 6.90 (s, 1H) , 4.0 
(br s, amine NH) , 3.36-3.24 (m, 1H) , 2.95-2.75 (m, 3H) , 
2.70-2.58 (m, 1H) , 1.85-1.50 (m, 3H) , 1.45-1.29 (m, 1H) ; 
[a] 23 = +18° (CHCI3, c=1.0). 

D. (R) -5-Methoxv-3 - (Pvrrolidin-2-ylmethvl) -lH-indole 
20 (R) -3-(N-Benzyloxycarbonylpyrrolidin-2-ylmethyl) -5- 

methoxy-lH-indole was used. Evaporation of the filtrate 
residue directly afforded the title compound as a gum: LRMS 
(m/z, relative intensity) 231 (100, M+) , 161 (10), 155 (17), 
135 (11), 119 (32); [a] 25 =-12° (CHC1 3 , c=1.0); Anal, calcd f or 
25 C 14 H 18 N 2 O»0.75 C£1 4 0 2 [acetic acid salt]: C, 67.61; H, 7.69; -N r 
10.17. Po\ind: C, 67.74; H, 7.53; N, 9.90. 

E. CR.S)-5-(Methvlaminosulfon vlmethvl)-3-(piperid-2- 

YlTne-h^yl) -lH-indole 

(R, S) —3— (N— Benzyloxycarbonylpiperid— 2— ylmethyl) -5- 
30 (methylaminosulfonylmethyl) -lH-indole was used. Column 
chromatography as described above afforded the _ title 
compound as a clear, colorless oil: 13 C NMR (DMSO-d^) 6 13 6.0, 
127.5, 124.2, 123.8, 121.0, 119.8, 111.2, 110.9, 56.8, 56.7, 
45.8, 31.7, 31.4, 29.0, 25.0, 23.9; LRMS (m/z, relative 
35 intensity) 321 (19, M+) , 238 (43), 227 (21), 144 (99), 143 
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(100); HRMS: calculated for C^^S: 321.1513; found- 
321.1501. 

EXAMPT/R 7 . 

General Procedure for the Formulation of ,. f M __ 

Benzylo X ycarbonYlpYrrolid1n-?-vl m e^i.-,H -ind 0 i^^„,- rT _ 
BenzYloxycarhonYlpiperid-y-viaat^yT L^ g ^ndoleg via 
Palladium Catalyzed CYclization of i-/»-»-n zvl Q ,~«,,.H^ T ,. 
PYrrolidin-?-Yl ) -3- (N- (-2-nn! oohenvi ■» - W -t rifl ua ro,. a , r _ 
amino) propene* and 1- (N-Bftn g vi og v e ,rh ft B vi Plper< *-2-vH f M . 
(2-halophenYl)-N-trlriuo rQ a B »^ y i ^ nino>PT . op <>T100 

A mixture of the l-(N-benzyloxycarbonylpyrrolidin-2- 
yl) -3- (H- (2-halophenyl) -N-trif luoroacetylamino) propene or 
thel- (N-benzyloxycarbonylpiperid-2-yl) -3-(N- (2-halophenyl) - 
N-trif luoroacetylamino) propene (2.00 mmol) 
tetrabutylammonium chloride (2.00 mmol), and palladium (II)' 
acetate (0.089 g, 0 .40 mmol, 0.2 eg) in a solution of 
triethylamine (8 mL) and anhydrous N,N-dimethylf ormamide (4 
mL) was heated at reflux under nitrogen for 2 hours. The 
resulting reaction mixture was evaporated under reduced 
pressure, and the residue was partitioned between ethyl 
acetate (25 mL) and water (25 mL) . The ethyl acetate layer 
was removed, and the aqueous layer was extracted with 
additional ethyl acetate (25 mL) . The organic extracts were 
combined, dried (MgSOJ , and evaporated under reduced 
25 pressure. The residue -was - column -chromatographed using 
silica gel (approximately 50 g) amd elution with either a 
diethyl ether gradient in methylene chloride or an acetone 
gradient in methylene chloride to afford the corresponding 
3 - (N-benzyloxycarbonylpyrrolidin-2-ylmethyl ) -lH-indole or 
the 3- (N-benzyloxycarbonylpiperid-2-ylmethyl) -1H- indole . 

Following this_ procedure, the following compounds were 
prepared: 

lH-indola 

(R) -1- (N-Benzy loxycarbony lpyrrolidin-2 -y 1 ) -3 - (N- ( 2 - 
iodophenyl) -N-trif luoroacetyl-amino) propene was used. 
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Column chromatography afforded the title compound as a 
clear, pale brown oil: *H NMR (CDC1 3 ) S 8.05 (br s, indole 
NH) , 7.49-7.34 (m, 7H) , 7.17 (br t, 1H) , 7.02 (br s, 1H) , 
6.95 (br s, 1H), 5.24 (s, 2H) , 4.28-4.14 (brm, 1H) , 3.52- 
5 3.41 (m, 2H) , 3.28 (brd, 1H) , 2.79-2.63 (m, 1H) , 1.90-1.70 

(m, 4H) ; LRMS (m/z, relative intensity) 334 (10, M+) , 204 

(16), 160 (39), 130 (39), 91 (100). 

B. (R) -3- f N-Ben2vloxvearbonvlDvrrolidin-2-vlmethvl V~ 
5- (methvlaminoaulf on vlmethvl) -lH-indole 

10 (R) -1- (N-Benzyloxycarbonylpyrrolidin-2-yl) -3- (N- ( 2- 

bromo-4-methylaminosulfonylmethylphenyl) -N-trif luoroacetyl- 
amino)propene was used. Column chromatography afforded the 
title compound as an off-white foam: IR (CHC1 3 ) 1673, 1410, 
1358, 1324, 1118, 1092 cm 1 ; LRUS (m/z, relative intensity) 

15 441 (9, M+) , 237 (29), 204 (77), 160 (97), 143 (73), 91 
(100); HRMS: calculated for CjaH^NjC^S : 441.1724; found: 
441.1704. 

C. (R) -3- (N-BenzyloxvcarbonylpYrrolidiP -9-Y' lwi ' »thvl-5- 
evano - 1H- indole 

20 (R) -l-(N-Benzyloxycarbonylpyrrolidin-2-yl) -3- (N-(2- 

br omo-4 -cyanopheny 1 ) —N-trif luor oacety 1 amino ) pr opene was 
used. Column chromatography afforded the title compound as 
a white foam: IR (1% solution in CHC1 3 ) 2215, 1687 cm 1 ; 13 C 
NMR [Note: due to slow nitrogen inversion two conformers of 

25 the products are seen by NMR spectroscopy] (CDClj) — 6- 155-.-1-,- 
137.9, 137.0, 128.8, 128.5, 128.4, 128.0, 127.8, 124.9, 
124.6, 121.0, 114.0, 113.9, 112.1, 102.3, 67.2, 66.7, 58.5, 
57.6, 47.0, 46.7, 30.3, 30.0, 29.6, 28.8, 23.6, 22.7. Anal, 
calcd for CzjHjjNjO^O . 25 C^a 4 0 2 [acetic acid]: ~C," T2TXT; ""H7" 

30 5.92; N, 11.22. Found: C, 72.28; H, 5.76; N, 10.95. 

D. (R. S) -3- (N-BenzvloxvcarbonYlpiperidj- 9-yiTn«»- h.hv]j -5- 
(iBBfhy 1 * mi nogul f QnyiTnathvl-lH-indole 

(R, S) -1- (N-Benzyloxycarbonylpiperid-2-yl) -1-(~N- ( 2- 
bromo-4-methylaminosulf onyl-methylphenyl) -N-trif luoro- 
35 acetylamino) propene was used. Column chromatography 

afforded the title compound as an off-white foam: 13 c NMR 



PCT/US91/07194 



-34- 



[Note: due to slow nitrogen inverion two conformers of the 
products are since by NMR spectroscopy] (CHC1 3 ) s 162 5 
136.9, 136.2, 128.4, 127.6, 124.5, 123.3, 120.8, 120. 3 
111.5, 66.8, 57.4, 39.5, 36.5, 31.4, 29.8, 25.8, 25.5, 18.8,' 
5 LRMS (m/z, relative intensity) 445 (5, M + ) , 361 (4), 238 
(40), 218 (80), 174 (10-0)7 143 (53); HRMS calculated for 
C 24H 29 N 3 0 4 S: 455.1880; found: 455.1899. 

EXAMPT.R « 

(R)-3-(N-BenzYloyYrarb Qn vip T r r 0 lid^- ? -vi me t hv n- g . 
10 methoCT- iH-jt>.<»i ~ ~ 

To a stirred mixture of lithium borohydride (0.092 g, 
4.22 mmol, 2 eg) in anhydrous tetrahydrofuran (5 mL) at o»C 
was added a solution of the (R)-3-( N - 

benzyloxycarbonylpyrrb.lidin-2-ylcarbonyl)-5-methoxy-lH- 
15 indole (0.80 g, 2 .11 mmol) in anhydrous tetrahydrofuran (8 
*L). The resultant mixture was heated at reflux under 
nitrogen for i hour. The reaction mixture was cooled, and 
water (1 mL) was added carefully, followed by ethyl acetate 
(20 mL) . The resultant mixture was stirred at room 
20 temperature for 30 minutes, dried (MgS0 4 ) , filtered through^ 
dxatomaceous earth, and the filtrate was evaporated under 
reduced pressure. The residue was column chromatographed 
using silica gel (approximately 50 g) and elution with ethyl 
acetate/hexanes [1:1] afforded (R)-3-(n- 
25 ben 2 yloxycarbonylpyrrolidin-2-ylmethyl)-5-methoxy-lH-indole 
as a colorless gum: "c NMR [Note.: due to slow nitrogen 
inversion two conformers of the products are seen by NMR 
spectroscopy] (CDC1,) 6 162.5, 136.9, 1.36.2, 128.4, 127.8, 
127.6, 124-.5, 123.3,120.8, 120.3, 111.5, 66.8, 57.4, 39.5, 
30 36.5, 31.4, 29.8, 25.8, 25.5, 18.8; LRMS (m/z, relative 
intensity) 364_.(30 , M+)., 204 _ (17) , . 160 (92), 145 (17), 117 
(13), 91 (100). Anal, calcd for CrfW^p,. 0 . 5 H 2 0: C, 70.76; 
H, 6.75; N, 7.50. Found: C, 70.70; H, 6.94; N, 7.15. 
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EXAMPLE 9 . _ ... 

General Procedure for the Formation of 1- (N-Benzvloxy- 
carbonvlpvrr o 1 id in>2 -vl t -3 - (K- ( 2 -halophenvl ) -N-trifluoro- 
negyhyi am inolEro2§neg and 1- (N-Benz7loxvcarbonylpiperid-2- 
5 vl> -3- (K- ( 2-halophenyl) -N-trif luoroac ft^y 1 ^ " jno ) propenesf rom 
the Mitsunobu Coupling of 2-Halo-N-trif lttbrbacetvianilines 
with 1- (N-BenzvloxvcarbonylPvrrolidin-2-vl) -3-hvdroxvpro- 
pene or 1- (N-Ben2ylogvcarbonYlpiperid"2^vll-;3-hvdroxYpropene 
To a stirred mixture of 1- (N-benzyloxycarbonyl- 

10 pyrrolidin-2-y 1 ) -3 -hy dr oxypr opene or 1-(N- 
benzyloxycarbonylpiperid-2-yl) -3-hydroxy-propene (R, or S, 
or racemate 2.00 mmol), the 2-halo-N-trif luoroacetylaniline 
(2,5 mmol, 1.25 eq) ^ and triphenylphosphine (0.655 g, 2.50 
mmol, 1.25 eq) in anhydrous tetrahydrof uran at 0°C under a 

15 nitrogen atmosphere was added diethyl azodicarboxylate (0.39 
mL, 2.48 mmol, 1.25 eq) drop wise. The reaction solution was 
slowly warmed to 25 °C over the course of 2 hours, and then 
stirred at 25 °C under a nitrogen atmosphere for an 
additional 12 hours. The resulting reaction solution was 

20 evaporated under reduced pressure, and the residue was 
column chromatographed using silica gel (approximately 50 g) 
and elution with either a diethyl ether gradient in hexanes 
or an ethyl acetate gradient in hexanes to afford the 
corresponding 1- (N-benzyloxycarbonylpyrrolidin-2-yl) -3- (N- 

25 (2-halophenyl) — N— tr if luor oacety lamino \ pr opene or_.. 1-(N- 

benzyloxycarbonylpiperid-2-yl) -3- (N- (2-halophenyl) -N- 
trif luoroacetylamino) propene . 

Following this procedure the following compounds were 
prepared: 

30 A. (R) -1- (N-Benzvlo CTcarb6nvTp vrr61idin-2-vl) -3- m- 

(2-iodophenvl) -N-trif luoroa ee^yi »m ino) propene 

(R) -1- (N-Benzy loxycarbonylpyrrolidin-2-y 1 ) -3- 
hydroxypropene and 2 -iodo-N-trif* liidf o^acetylaniline were 
used. Column chromatography afforded the title compound as 

35 a clear, colorless oil: *H NMR CCDC1 3 ) S 7.88 (br d, 1H) , 
7.43-6.89 (m, 10H) , 5.70-5.35 (m, 2H) , 5.13 (br s, 2H) , 
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5.00-4.75 (m,_ 1H), 4.40-4.29 (m, 1H) , 3.60-3.42 (m, 3H) , 
2.05-1.45 (m, 4H); LRMS (FAB, m/z, relative intensity) 559 
(100, [MH+])_, 515 (52), 451 (15), 244 (7). 

5 ^-broao^-mflthYlafflinoauifony H nethvlph^ vH-w-tr^n, 

acetv] »wi Ti>t ) prop ana 

(R) -1- (N-Benzyloxycarbonylpyrrolidin-2-yl) -3- 
hydroxypropene. -imd__2-bromo-4-methylaminosulf onylmethyl-N- 
trifluoroacetylaniline were used. Column chromatography 
10 using elution with 4% acetone in methylene chloride afforded 
the title compound as a white foam (44%): FAB LRMS (m/z, 
relative intensity) 620 ( [MH+ with "Br], 618 ( [MH+ with 
"Br], 98), 576 (50), 574 (63), 512 (17), 484 (33). 

C * (R) -1- (W-Benzvl oxvearh o nlvpvrroiidin-?-vH -3- rv- 

(R) -1- (N-Benzyloxycarbonylpyrrolidin-2-yl) -3- 
hydroxypropene and 2-bromo-4-cyano-N-trif luoroacetylaniline 
were used. Column chromatography using elution with a 
gradient of diethyl ether (5% - 100%) in methylene chloride 
20 afforded the title compound as a clear, colorless oil: IR 
(CHCI3) 2231, 1702, 1157 cm»; LRMS (m/z, relative intensity) 
537 ( [MH+ with "Br], 13), 535 ( [MH+ with ™Br) , 13), 402 
(29), 400 (30), 294 (55), 292 (57), 244 (80), 213 (89), 91 
(100); Anal, calcd for C 24 BrF 3 H 21 N 3 O 3 »0.2 Hp: c, 53.39; H, 
25. .3.^99 ;-.N r . -7, 78^— Found: C, 53.25; H, 3.95; N, 7.98. 

D * (R, B) -1- f N-BengYlo^ve»y bonvlpiperid-2-y1.) -3-m-f9- 
bromo-4-mftt,hvlaminoBuif Q n vi me t>, y i Phenv1) , M _ 
trif luor oaeetvl »w< tin ) propane 

— (RrS-) 1- (N-Benzyloxycarbonylpiperid-2-yl) - 3 - 
3 0 hyd^oxypropene and 2-bromo-4-methylaminosulf onylmethyl-N- 
trif luoroacetylaniline . were used. Column chromatography 
US 5 n 5. _f. 1Ution With 20% ac etonitrile in methylene chloride 
affo ^® d ***** title compound as a white foam: FAB LRMS (m/z, 
relative intensity) 634 ( [MH+ with "Br], 26), 632 ( [MH+ with 
35 7 »Br], 22), 590 (35), 588 (43), 401 (33), 327 (48), 281 (75), 
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207 (90), 147 (100); FAB HRMS: . calculated for . 
C 26 H 29 BrF3N 3 0 5 S* [H+] 632.1043, found 632.1047 [for 79 Br and 32 S] . 

EXAMPLE 10 

General Synthesis of 2-Halo-N-trif luoroacetylanilines 
5 from Reaction of 2-Haloanilines and Trifluoroacetic 
Anhydride 

To a stirred solution of the 2-haloaniline (2.00 mmol) 
and pyridine (0.18 mL, 2^22 mmol-, — 1*1 eq) -in anhydrous 
methylene* chloride (10 mli) at 0°C under a nitrogen 

10 atmosphere was added dropwise trifluoroacetic anhydride 
(0.31 mL, 2.19 mmol, 1.1 eq) . The resultant reaction 
mixture was stirred at 0°C under a nitrogen atmosphere for 
3 hours. A saturated solution of sodium hydrogen carbonate 
was added (15 mL) , and this aqueous mixture was extracted 

15 with ethyl acetate (3 x 15 mL) . The extracts were combined, 
dried (MgS0 4 ) , and evaporated under reduced pressure. The 
residue was column chromatographed using silica gel 
(approximately 50 g) and elution with ah ethyl acetate 
gradient in hexanes to afford the corresponding 2 -halo -N- 

20 trif luoroacetylaniline. 

Following this procedure the following compounds were 
prepared : 

A. 2 -lodo-H-trif luoroacetylaniline 

2-Iodoaniline was used. Evaporation of the ethyl 
25 acetate extracts afforded -the title- compound directly as a 
white solid: mp, 105. 0-106. 5°C; FAB LRMS (m/z relative 
intensity) 316 ( [MH+] , 8), 155 (80), 135 (26), 119 (100); U C 
NMR (acetone-^) S 206.2, 140.4, 130.2, 130.1, 128.2. 

B. 2 - Bromo-4 - Bret h-r^a uriira g u 1 fonvlmethvl-N- 
30 trif luoroacetylaniline 

2 -Bromo-4 -methyl^inqsulf onylmet^laniline was used . 
Evaporation of the ethyl acetate extracts afforded the title 
compound directly as a wfiite solid: mp, 164. 0-166. 0°C. 
Anal, calcd for C 10 H 10 BrF 3 N 2 O 3 S : C, 32.02; H, 2.69; N, 7.47. 
35 Found: C, 32.18; H, 2.67; N, 7.30. 
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C * 2-Bromo-4-evaTiQ- N-trifln Q roaee1:ylaniline 
2-Bromo-4-aminocarbonylaniline was used. Dehydration 
of the carboxamide also occurred in this reaction. Column 
chromatography using ethyl acetate/hexanes afforded the 
5 title compound as a white solid: mp, 125-130<>C; >H NMR 
(DMSO-dJ S 11.6 (br s, NH), 8.37 (d, J=1.8 Hz , 1H) , 7.96 
(dd, J=l.s and 8.2 Hz, 1H) , 7.71 (d, J=8.2 Hz, 1H) . 
— - — EXAMPLE 11 

General Procedure for the n^ n ± n ^± on Aniline +o 

10 Form 2 -BroaoaniliBaa 

To a stirred solution of the aniline (2.00 mmol) and 
sodium hydrogen carbonate (0.21 g, 2.50 mmol, 1.25 eg) in 
methanol (io mL) at o-C was added dropwise bromine (0.113 
mL, 2.19 mmol, i.i eg) . The resulting reaction mixture was 
15 then stirred at 25*C for 30 minutes. The reaction mixture 
was then evaporated under reduced pressure, and the residue 
was placed in a saturated solution of sodium hydrogen 
carbonate (10 mL) . This aqueous mixture was extracted with 
ethyl acetate (3 x 15 mL) . The extracts were combined, 
20 dried (MgS0 4 ) , and evaporated under reduced pressure. The 
residue was column chromatographed using silica gel 
(approximately 50 g) and elution with an appropriate solvent 
system to afford the corresponding 2-bromoaniline. 

Following this procedure the following compounds were 
.25L_ ..prepared : 

A * 2 -Br omo- 4 -methyl ami ^ nsulf onvlmftfrivy-i.aniiinQ 
4-Methylaminosulfonylmethylaniline (M.D. Dowle, et al. 
Eur. Pat. Appl. EP225,726) was used. Column chromatography 
using elution with 4 0% ethyl acetate in hexanes afforded the 
30 title compound as a white solid: mp, 104 . 0-107. 0»C. Anal. 

c _ a l9 d C,H n BrN 2 0 2 S: C, 34.42; H, 3.97; N, 10.04. Found: _ 

C, 34.66; H, 3.96; N, 9.96. 

B. 4 -Aminocarbon y l-2 -bromoanil ine 

4-Aminobenzamide was used. Column Chromatography using 
35 elution with a ethyl acetate gradient (25-50%) in methylene 
chloride afforded the title compound as a white solid: mp, 
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144.5-146. 0°C; *H NMR (DMSO-d*) 5 7.93 (d, J=2 . 0 Hz, 1H) , 
7.70 (br s, amide NH) , 7.62 (dd, J=2.0 and 8.5 Hz, 1H) , 7.05 
(br s, amide NH) , 6.77 (d, J=8.5 Hz, 1H) , 5.85 (q, aniline 
NH 2 ) . 

5 EXAMPIiE 12 

1- (N-BenzvrbKVcarbonvlPvrrolidin-2-vl> -3-hvdro xvpropene 
or 1- (N-BenzvloxvcarbonvlPiperid-2-vl) -3-hvdroxvpropene 

_,To. a stirred, solution of either ethyl 3-(N- 

benzyloxycarbonylpyrrolidin-2-yl) -2-propenoate or ethyl-3- 

10 (N-benzyloxycarbonylpiperid-2-yl) -2-propenoate (R, or S, or 
racemate, 10.00 mmol) in anhydrous tetrahydrof uran (75 mL) 
at -78 °C under nitrogen was added dropwise a solution of 
diisobutylaluminium hydride (1.0 M in hexanes, 12.0 mL, 22.0 
mmol, 2.2 eq) . The resulting solution was stirred at -78 °C 

15 under nitrogen for 3 0 minutes. The reaction solution was 
then allowed to warmed to room temperature over the course 
of 2 hours. A saturated solution of sodium hydrogen 
carbonate (50 mL) was added, and the aqueous mixture was 
extracted with ethyl acetate (3 x 50 mL) . The extracts were 

20 combined, dried (MgS0 4 ) , and evaporated under reduced 
pressure. Column chromatography of the residue with diethyl 
ether/hexanes [1:1] afforded either 1-(N- 
benzyloxycarbonylpyrrolidin-2-yl)-3-hydroxypropene or 1-(N- 
benzyloxycarbonyl-piperid-2-yl)-3-hydroxypropene. 

25 ..... _ JCol losing _the . .procedure the f ollowing compounds were 
prepared: 

A. (R^l-(N- Ben2VlozvcarbonvlPvrrolidin-2-Yl)-3- 
hvdroxvpropene 

. . (R)--Ethyl--3^-(N-benzyloxycarbonylpyrrolidin-2-yl)--2-pro- 

3 0 penoate^wa^ used. Chromatography of the extraction residue 
afforded the title compound as a clear, colorless oil: *H 
NMR (CDC1 3 ) S 7.40-7.25 (m, 5H) , 5.75-5.53 (m, 2H) , 5.20-5.00 
(m,~ 2H)T ~4".38 (br m, 1H) , 4.06 (br d, J=13.7 Hz, 2H) , 3.45 
(br t, J=7.0 Hz, 1H) , 2.03-1.68 (m, 4H) ; [a] 25 = +34° (MeOH, 
35 c=l.~0) ; HRMS: calculated for C 15 H 19 N0 3 2 61.13 65, found 
261.1356. 
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B * (RrS)-l-(N-BaTHiYl03tv ea r bo H vi p ip erid-2- Y 1)--»- 
hvdroxYpropene 

(R, S) -Ethyl 3- (N-benzyloxycarbonylpiperid-2-yl) -2-pro- 
penoate was used. Chromatography of the extraction residue 
afforded the title compound as a clear, colorless oil: lrm S 
(m/z, relative intensity) 257 (3) , 212 (12) , 193 (8) , 175 
(65), 173 (100), 145 (27), 109 (24), 91 (87); *H NMR (CDC1 3 ) 
6 7.40-7.20 (m, 5H), 5.70-5.61 (m, 2H) , 5.14 (d, £=17.6 Hz, 
1H), 5.10 (d, J=17.5 HZ, 1H), 4.88 (br m, 1H), 4.14-4.00 (m 
3H), 2.91 (br t, J=12.7 HZ, 1H) , 1.78-1.47 (m, 6H) . Anal, 
calcd for C 16 H 21 NO 3 .0.1 H 2 Q: C , 69.34; H, 7.71; N, 5.05. 
Found: 69.38; H, 7.84; N, 5.16. 

EXAMPT.F 

Synthesis of Ethyl- VfN-B fl t lg v 1 nv Y . arb OT v 1 n Y r. T . olidiT1 .,. 
15 vl >- 2 -Pr°P«Poate or Kthvl 3- /K,T,o T , zvlQ3cveaT .^ T>vlpipeT ., 
vD-2-prn penoate 

To a stirred solution of N-carbobenzyloxypyrrolidine-2- 
carboxaldehyde or N-carbobenzyloxypiperidine-2- 
carboxaldehyde (5. 00 mmol) [S . Kiyooka, et al. , j. Qr- n 
20 Cfee^,. 5409 (1989) and Y. Hamada, et al. , Chem. ph„™. 
Sail.., 1921 (1982)] in anhydrous tetrahydrof uran at -78°c 
was added (carbethoxymethylene) triphenylphosphorane (2.09 g, 
6.00 mmol. 1.2 eq) as a solid portionwise. The resulting 
reaction mixture was stirred at room temperature under 
25 nitrogen for 2 hours, and then heated at reflux under 
nitrogen for 1 hour. The reaction mixture was evaporated 
under reduced pressure and the residue was column 
chromatographed using silica gel (approximately 100 g) and 
elution with 20% diethyl ether in hexanes to afford either 
0 ethyl 3- (N-benzyloxycarbonylpyrrolidin-2-yl) -2-propenoate or 
ethyl 3-(N-benzyloxycarbonylpiperid-2-yl) -2-propenpate. 

A * (R)-Ethyl 3-(N-BenzvlQyY e nrboB Y ipYrrol^^-2-vn- 
2 -propenoata 

(R)-N-Carbobenzyloxypyrrolidine-2-carboxaldehyde was 
5 used. Chromatography as described above afforded the title 
compound as a clear, colorless oil: » H NMR (CDClj-dJ S 7.34- 
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7.25 (m,_ 5H) , 6.89-6.76 (m, 1H) , 5.88-5.74 (m, 1H) , 5.18- 
5.05 (m, 2H) , 4.60-4.43 (m, 1H) , 4.17 (q, J=7 . 1 Hz, 2H) , 
3.55-3.40 (m, 2H) , 2.11-2.00 (m, 1H) , 1.90-1.75 (m, 3H) , 
1.28 (t, J=7.l Hz, 3H) ; 13 C NMR (CDC1 3 ) [Note: due to slow 
5 nitrogen inversion two conformers of the products are seen 
by NMR"" spectroscopy ] 6 166.3, 154.7, 147.9, 147.4, 136.6, 
128.4, 127. "9, 120.9, 66.9, 65.8, 60.4, 58.1, 57.7, 46.8, 
._4-6.^-4-,_ai. 6 , -30.8 , 23.6, 22.8, 22.6, 15.3, 14.2. 

B. (R. 8) -Ethvl 3- (N-Benzvlox vcarbonlpiperid-2-vl) -2- 
10 uropenoate 

(R, S) -N-Carbobenzyloxypiperidine-2-carboxaldehyde was 
used. Chromatography as described above afforded the title 
compound as a clear, colorless oil: *H NMR (CDCla-d*) S 7.3 6- 
7.27 (m, 5H) , 6.85 (dd, J=4 . 4 and 16.3 Hz, 1H) , 5.80 (dd, J- 
15 2.4 and 16.3 Hz, 1H) , 5.11 (s, 2H) , 5.01 (br m, 1H) , 4.17 
(q, J=6.7 Hz, 2H) , 4.05 (br d, J=12.6 Hz, 1H) , 2.87 (br t, 
1H) , 1.80-1.35 (m, 6H) , 1.27 (t, J=6.6 Hz, 3H) ; FAB LRMS 
(m/z, relative intensity) 318 ( [MH+] , 100), 274 (86), 228 
(14), 210 (21), 182 (43), 138 (32). 
20 EXAMPLE 14 

(R) -S-Amino-3- f N-me thvlPvrrolidin-2vlmethvl) indole 
A mixture of (R) -5-dibenzylamino-3- (N-methylpyrrolidin- 
2-ylmethyl) indole (1.08 g, 2.64 mmol) and palladium [II] 
hydroxide on carbon (0.6 g) in absolute ethanol (25 mL) was 
--25 --shaken -under, a hydrogen atmoshpere (3 atm) at 40 °C for 4 
hours. The resulting mixture was filtered through 
diatmaceous earth, and the filtrate was evaporated under 
pressure to afford the title compound (0.60 g, 2.62 mmol, 

99%>-as--a white foam: *H NMR (DMSO-a^) S 10.65 (br s, NH) , 

" 30~ 7714" (d, J=2.2 HZ, 1H) , 7.12 (d, J=8 . 6 Hz, 1H) , 6.85 (d, 

£=1-A_HZ»_ /. 6..60 (dd, J=2.0 and 8.6 Hz, 1H) , 3.63-2.83 

(m, 7H) , 2.78 (s, 3H) , 2.05-1.67 (m, 4H) ; [aJ^+9 0 (MeOH, 
" " "c==1.0) ; HRMS : calculated for C I4 H 19 N 3 : 229.1575; found 
229.1593. 
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EXAMPLE 15 . _ . 

General Synthesis of S-Gar bonvla1.1iT.o-3~ LNrmethyj - 

pyrrolidin-2- Y nnet:hYl)-lH-ind 0 le a and s - Bu if 0BV1>IBliB0 .,. (w . 
methvlpvrroliain- 2-vimetnYl)-iH-indoift a 
5 To a stirred solution of (R) — 5— amino— 3— (n— 

methylpyrrolidin-2-ylmethyl) indole (0.229 g, 1.00 mmol) and 
triethylamine (0.21 mL, 1.5 mmol, 1.5 eg) in anhydrous 
acetonitrile (3 mL) at o»c under nitrogen was- added- the 
appropriate carbonyl chloride or sulfonyl chloride (1.5 
10 mmol, 1.5 eg). The resulting reaction mixture was stirred 
at room temperature for 12 hours. The reaction mixture was 
then evaporated under reduced pressure, and the residue was 
column chromatographed using silica gel (approximately 25 g) 
and elution with an appropriate solvent system afforded the 
15 appropriate 5-carbonylamino-3-(N-aethylpyrrolidin-2- 
ylmethyl)-i H -indole or 5 — sulfonylamino — 3 — ( N- 
methylpyrrolidin-2-ylmethyl) -lH-indole. 

Following this procedure the following compounds were 
prepared: 

20 A * (R) -5-Benzvlo»»Y« arbonvl»mino-3- fs- Be thyU 

PVrrolidin-2-yimethvl l -iH-i-nrto^» 

Benzyl chlorof ormate was used. Column chromatography 
using elution with triethylamine/acetone/ethyl acetate 
[2:10:88] afforded the title compound as an off-white foam: 
25 »C NMR (CDCI3) 6 163.3, 136.4, 133.6, 129, 87 128.6,- 12 8~. 2", 
127.9, 126.0, 123.2, 113.8, 111.4, 110.1, 66.8, 66.5, 57.5,' 
40.8, 31.5, 29.8, 21.8; LRMS (m/z, relative intensity) 363 
(M+, 12), 279 (7), 184 (7), 171 (33), 108 (100); HRMS: 

calculated for C^^0 2 363.1949, found" 363T1926^ Axial. 

0 calcd for C 22 H 23 N 3 O 2 »0.4 C 4 H 8 0 4 [ethyl acetate] : ~c, 71. 09 ; H, 

7.13; N, 10.54. Found: C, 70.82; H,__7.03; H,. . 10. 58,-— 

B - ( R ) - 3 - ( N-MethYlPvrro 1 i A ^ t. -2 -vine t hvl A -s-niflfhyi - 
sulfon xwi *«->-lH- indole 

Methanesulfonyl chloride was used. Column 
5 chromatography using elution with triethylamine/acetone/ 
ethyl acetate [1:3:6] afforded the title compound as a white 
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foam: l3 C NMR (CDC1 3 ) 5 134.9, 128.3, 128.2, 123.6, 119.3, 
115.0, 113.9, 112.0, 66.7, 57.3, 40.7, 38.7, 31.3, 29.4, 
21.7; HRMS : calculated for C 15 H 21 N 3 0 2 S [with 32 S] 307.1356, 
found 307.1323. 

5 C. (R) -S-Acetvlamino-3- (N-nethYlPvrrolidin-2- 

vlmethvl) -lH-indole 

Acetyl chloride was used. Column chromatography using 
elution with tri ethyl amine/ acetone/ ethyl acetate [1:3:6] 
afforded the title compound as a white foam: a C NMR 

10 (acetone-dj S 168.3, 134.4, 132.2, 128.7, 124.1, 115.7, 
113.8, 111.6, 110.2, 67.3, 58.0, 40.9, 31.9, 30.5, 24.1, 
22.5; LRMS (m/z, relative intensity) 271 (M+, 39), 241 (4), 
207 (5), 187 (20), 144 (20), 84 (100); HRMS: calculated for 
C 16 H2iN 3 0 271.1686, found 271.1693. Anal. calcd for 

15 C 16 H2iN 3 0»1.15 H 2 0: C, 65.80; H, 8.04; N, 14.39. Found: C, 
65.99; H, 7.90; N, 13.99. 

D. fR) -5-N - v-n-i methyj >*tn inocar ^"PYi » ^ino-3- (N-methvl- 
pyr r o 1 id in-2 - y i m yl ) - 1H- indole 

Dimethylcarbamyl chloride was used. Column 
20 chromatography using elution with methylene 
chloride/methanol/ammonium hydroxide [9:1:0.1] afforded the 
title compound as an off white foam: *H NMR (CDC1 3 ) S 8.95 
(br s, 1H) , 7.49 (br s, 1H) , 7.15-7.06 (m, 2H) , 6.82 (d, 
£-1.9 Hz, 1H) , 6.44 (br s, 1H) , 3.12-3.05 (m, 2H) , 3.00 (s, 
25 6H) , 2.58-2.40 (m, 2H) , 2.40 (s, 3H) , 2.18 (br g> J=8.1 Hz, 
1H) , 1.83-1.47 (m, 4H) ; U C NMR (CDC1 3 ) 5157.2, 133.8, 130.5, 
127.7, 123.2, 117.8, 113.0, 112.0, 111.3, 66.5, 57.4, 40.6, 
36.4, 31.4, 29.8, 21.7; LRMS (m/z, relative intensity) 300 
(M+, 50), 217 (10), 171 (20), 84 (100); HRMS: calculated 
30 for CnH^NiO 300.1952, found 300.1957. 

E. (R) -S-TrifluoroaeetY 1 ""^"-3- (N-methvlpyrrolidin- 
9-Y 1tn **^ bvl^ -lH-indole 

Trif luoroacetic anhydride was used. Column 
chromatography using elution with methylene chloride/ 
35 methanol /ammonium hydroxide [9:1:0-. 1] afforded the title 
compound as an off white foam: *H NMR (CDC1 3 ) <S 8.99 (br s, 
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1H), 7.80 (br s, 1H), 7.27-7.19 (m, 2H) , 6.95 (d, J=1. 4 Hz 
1H0, 3.16-3.08 (m, 2H), 2.58 (dd, J=9 . 4 and 13.5 Hz, 1H) 
2^57-2.43 (m, 1 H)/ 2.43 (m, 1 H ) , 2.43 (s., 3H) , 2.22 (dd 
J-9.2 and 17.5 Hz, 1 H)/ 1.85-1.46 (m, 4H) ; »C ^ (CD g 
5 134.5, 127.7, 126.9, 123.8, 116.1, 113.9, 111.9, 1H. 6 
104.1, 66.6, 57.3, 40.6, 31.3, 29.5, 21.7; HRMS: calculated 
for C 16 H 18 F 3 N 3 0 325.1403, found 325.1378. 

EXAMPTVE 1ft 

(R) -3- f W-MethTlpyrrolidi n - 9 - Y lme thvi » f - 
10 sulfona midomati>ivi).. :1 K--tnrt,o ,» 

To a stirred mixture of (R) — 5— aminomethyl— 3— (N— 
methylpyrrolidin-2-ylmethyl)-i H -indole (0.113 g, 0.46 mmol) 
and pyridine (SOjxL, 0.93 mmol, 2.0 eg) "in a solution of 
dxmethylformamide and acetontrile (1:3, respectively, 2 mL 
15 total) at 0-C under nitrogen was added methanesulf onyl 
chloride dropwise (44 M L, 0.56 mmol, 1.3 eg). The resulting 
reaction, solution was stirred at room temperature under 
mtrogen for 1 hour, and then it was evaporated under 
reduced pressure. The residual oil was column 
20 chromatographed using silica gel (6 g, and elution with 
methylene chloride /methanol/ ammonium hydroxide [9:i:o.l] to 
afford the title compound (0.044 g, 0.14 mmol, 30%) as a 
white foam: *H NMR (CDCl,) 6 8.25 (br s, NH) , 7.54 (br s, 
1H), 7.35 (d, J=8.4 Hz, 1H) , 7.17 (dd, J=1.6 and 8.4 Hz, 
25 1H), 7.06 (d, 2-1.8 Hz, 1H), 4.78 (br_ s , -NH^- 4-. 42 (s, 2H) , 
3.20-3.12 (m, 2H), 2.87 (s, 3H) , 2.64 (dd, J=9 . 4 and 13.9 
Hz, 1H). 2.54-2.43 (m, 1H) , 2.47 (s, 3H) , 2.25 (dd, J=9 . 3 
and 17.3, 1H), 1.86-1.52 (m, 4H); »C NMR (CDC1 3 ) S 135.8, 
127.8, 127.3, 123.0, 122.0, 118.5,-113.-7,-111.6, 66.7, 57.4' 
30 47.9, 40.9, 40.7, 31.3, 29.5, 21.7; LRMS (m/z relative 
intensity) 321 (28), 320 IM+ , 26) , 237 (51)_, 157 (100), 143 
(64), 129 (78); HRMS: calculated for C^H^C^S 320.1435, 
found 320.1453. " 
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EXAMPLE 17 
General Synthesis of Allvlsulphonamides 

A. Allvlsulphonamide 

The title compound was prepared by the method of M. A. 
5 Belous and I. Ya. Postouski, Zhur. Obschei. Khim , . 1950, 20, 
1701. 

B. N-Methylallvlsulphonamide 

The title compound was prepared by an _.anaLogous. 
procedure to above by using methylamine instead of ammonia. 
10 Anal. Calcd for C 3 HuN0 2 S: C, 40.25; H,7.43; N,9.38. Found: 
C,40.51; H,7.37; N f 9.70. 

EXAMPLE 18 
Preparation of Bthvlallvlsulphone 

The title compound was prepared by the method of R. J. 
15 Palmer and C. J. M. Stirling. , J. Timer. Chem. Soc. . 1980, 
102, 7888. 

EXAMPLE 19 

General synthesis of Vinvl Sulphonamides 

Where the required vinylsulphonamide was not 

2 0 commercially available, they were prepared by the following 

procedure based on the procedure described in Zhur . Obschei. 
Khim . . 1959, £2., 1494. 

A. M f M-n-lm ethylvinvlsul p>iQTi»iiH a* 

To a stirred solution of chloroethylsulphonyl chloride 

25 (25 g, 153 mmol) in dry diethyl ether (150 mL). _at -JJD°C,_was . 
added dropwise a solution of dimethylamine (30.5 mL, 460 
mmol) in dry diethyl ether (100 mL) over 5 minutes. After 
stirring for 90 minutes at -10 °C the solution was filtered 
and evaporated in vacuo . The residue was distilled -io~give- 

30 the title compound (9.5 g, 46%): b.p. 120-122°C (2t) mm ~Hg) " 
Anal. Calcd for dH^OjS: C,35.54; H,6.71; N, 10 . 36% ._ Found: 
C35.36; H,6.37; N,10.19. 

B. The following examples were prepared"" "By """the 
general procedure above, using the appropriate amine 

3 5 starting material. Purification was by distillation or 

co lumn chromatography . 
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R,NS0 2 -CH=CH, 



R 2 N 


Isolated Form 


Analysis % 
(Theoretical in brackets) 
OH N 


MeNH- 


OH b.p..93d5.?C_._ ... 
(0.05 mm Hg) 


Literature compound U.S. 3,761,473 


o 


Oil 


47.97 7.41 7.81 
— (47.97 7.48 7.99) 




Oil 


44.73 6.80 8.62 
(44.70 6.88 8.69) 


nPr 2 N- 


Oil 


50.37 8.79 7.68 
(50.23 8.96 7.32 


nPrNH- 


Oil 


40.22 7.35 9.1 
(40.24 7.43 9.39) 


O 


Oil 


40.51 5.85 9.35 
(40.79 6.16 9.52) 


1 iPrNH- 


Oil 


40.42 7.33 9.30 
(40.25 7.43 9.39) 



EXAMPLE ?n 
General Svnthes^ or vinyl SHlE fesasa 
^ Where the required vinyl sulphone was not commercially 
available/ they were "prepared from the corresponding thiols 
using the procedure described by J. m. Gaillot, Y Gelas- 
Mialhe and R. Vessiere Can. J. rh»™. i 979/ 57, l958> Tne 
following examples are representative. 
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RS-CH 2 CH 2 -OH 



R 


Isolated Form 


Analysis % 
(Theoretical in brackets) 
C H 


nPr 
nBu 


Oil 1/16 EtOAc 
1/5 H 2 0 

Oil 


48.68 9.79 
... .(48.76 10.06) 

T.I.C - Rf. 0.26 ~ 
(SiO^ Ether/Hexane 1:1) 



10 RS-CH 2 CH 2 -CI 







Analysis % 






(Theoretical in 


brackets) 


R 


Isolated Form 


C 


H 


nPr 


Oil 1/5 H 2 0 1/30 


41.63 


7.60 




CH 2 CI 2 


(41.65 


7.69) 


nBu 


Oil 1.0 H 2 0 


42.31 


7.84 






(42.21 


8.27) 



RS0 2 -CH 2 CH 2 CI 

20 







Analysis % 






(Theoretical in brackets) . 


R 


Isolated Form 


C 


H 


nPr 


Oil 


34.75 


6.68 






(35.19 


6.50) 


nBu 


Oil 1/15 CHjCli 


38.41 


7.01 






(38.27 


6.95) 



RS0 2 -CH=CH 2 



R 


Isolated Form 


_ . . . Analysis % 

(Theoretical in brackets) 
C H 


nBu 


Oil 


48.95 8.07 
— _ (48.62 8.16) 



35 
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EXAMPLE 21 

General synthesis of Itu^i^ 

substituenta 

3-(N-methYlpYr roH(Hn -2-vl mfl thyi)-i B . iT , dftlo 

"Admixture of N,N-dimethylacrylamide (134 1.3 mmol) 

tn-o-tolylphosphine (91 mg , 0.3 mmol) , palladium (II)' 
.. acetate _(l5_mg, 0 .07 mmol), triethylamine (280 ixL>, 2 mmol) 
and (R) -5-bromo-3- (N-methylpyrrolidin-2-ylmethyl) -IH-indole 
was dissolved in anhydrous acetonitrile (5 mL) and refluxed 
for 24 hours under nitrogen. The reaction was partitioned 
between ethylacetate and aqueous sodium carbonate. The 
dned (Na 2 S0 4 ) organic phase was evaporated and the residue 
purified by column chromatography on silica gel, eluting 
wxth CH 2 C1 2 : MeOH: N^OH 96:3.5:0.5 to afford the title 
SSmpoimd as a white foam (145 mg, 47%). Anal. Calcd for 
CVW1/9 CH.Cl,: C,71.56; H,7.87; N,13.10%. Found- 
C,71.29; H,8.15; N,13.05. 

B. The following examples were prepared using the above 
procedure with the appropriate alkene starting material 
(available commercially, or prepared by routes outlined in 
this patent) . 



N — CH 3 



25 
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R 2 


Isolated Form 


Analysis % 
(Theoretical in brackets) 
C H N 


(a] SB D 

(c=0.l 

MeOH) 




roam 3/10 CH 2 CI 2 


60.45 6.43 8.33 
(60.42 6.62 8.15) 




PhSOCH=CH 


Foam 1/10 CH 2 CI 2 


68.04 6.27 6.99 
(68.24 6.27 7.20) 




NH 2 S0 2 CH=CH— 


Foam l/3 MeOH l/aH 2 0 — 


58.56 6.80 12.19 
(58.39 6.85 12.51) 




EtSOCH=CH 


Foam 1/20 CH 2 CI 2 1/4 H 2 0 


66.70 7.35 8.64 
(66.66 7.62 8.62) 




|^^NSO e CH = CH 


Foam 1/8 CH 2 CI 2 
1/2 H 2 0 


61.74 6.93 10.53 
(61.49 7.22 10.69) 




nBuS0 2 CH=CH 


Foam 1/4 CH 2 C1 2 
1/10 EtOH 


63.56 7.77 7.22 
(63.59 7.57 7.25) 




Me 2 NSO a CH=CH 


Foam 1/3 H 2 0 


61.14 7.06 11.57 
(61.19 7.27 11.89) 
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R* 


l«olat»d Form 


Analysis % 
(ThsorsticaJ in bracks**) 
C H N 


U 

(c-0.1 
MeOH) 


( NS0 2 CH=CH 
\ / 


Foam ^ CHjCl, ^4 Hfi 


59.64 
(59.43 


6.62 
7.07 


9.83 
9.67) 




nPr,NSO,CH-CH 


Foam L0 Hp CHjCl, 


6148 

(6172 


7.76 
8.2S 


9.69 
9.77) 




nPrNHS0 2 CH-CH 


Foam V» CHjCl, ^3 H,0 


6107 
(6101 


7.12 
7.49 


10.91 
LB 






Foam V3 CHjCy H,0 


56.63 
(56.39 


6.40 
6.87 


10.36 
10.36) 


+34° 


IPrNHS0 2 CH=CH 


Foam VB CHjClj 


6103 
(6127 


7.42 
7.33 


1(9) 


+30° 


PhS0 2 CH 2 CH=CH 


Foam V6 CHjCt, 


68.2J 
(68.27 


6.8! 
6.50 


7.5 
6.87) 




Mq 2 NS0 2 CH 2 CH=CH 


Foam V20 CHjd, 


6Z54 
(62.55 


7.50 
7.46 


B.2I 
fl.48) 
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Isolated Form 


Analysis % 
(Theoretical tn brackats) 
C H N 


\°r 

D 
(c«0.l 
MoOH) 




NH^O,CH 2 CH=CH 


Foam 0.1 CH^Ct, 
LO MaOH 


58.50 
(58.13 


6.93 
7.30 


0.22 
0.24) 




5 


BS0 3 CH,CH-CH 


Foam 


65.56 
(65.86 


7.47 
7.56 


8.00 
8.08) 






PhCONHCH 2 CH=CH 


Foam 0.1 CH^CI, 


75.69 
(75.78 


6.97 
7.B 


D.76 
DL00) 


+70° 




MeSO,NHCH,CH~CH 


Foam 0.1 CHjClj 


6L05 
(6L07 


7.31 
7.14 


8L80) 





C) The following compounds could be prepared by the 
10 procedure a) above but using the corresponding beta- 
chloroethylsulphone 7 as starting material instead of an 
alkene. These reactions were preferably carried out in the 
presence of 3-6 equivalents of triethylamine. 

15 

R 



20 





R 2 


Isolated Form 


C 


Analysis % 
(Thaorvtical in brackats) 
H N 


[o]»D 

(C»0.l MoOH) 




nPrSO,CH=CH 


Foam V8 Cr^Ct, 
V3Hfl 


62.93 

(63.25 


7.B 
7.47 


7.71 
7.71) 




25 


CI— ^ ^-S0,CM-CM 


Foam 0.6 CHfilj 


62.22 
(62-20 


5.37 
5.49 


6.52 
6.55) 


+48° 
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EXAMPT/E 7 9 

General Procedure for Hvdro q enation of S-alKenvlindoi ea 
A typical procedure is as follows: 

A - (R) -5- ( 2 -MninoaulDhonvlathvl 1 -3 - fK-methvl - 
pyrrolidin-2 -vl methvl 1 -i H-indol e 

(R) -5- (2-Aminosulphonylethenyl) -3- (N-methyl-pyrrolidin- 
2-ylmethyl)-lH-indole (157 mg, 0.5 mmol) was dissolved in 
absolute ethanol (10 mL) an d added to a solution -of 
ethanolic hydrogen chloride 25 ml (prepared from acetyl 
chloride (38 0.53 mmol) and absolute ethanol (25 mL) ) . 

10% palladium-on-carbon (125 mg) was added. This solution 
was hydrogenated under a hydrogen atmosphere (15 p.s.i.) at 
room temperature for 18 hours. The resultant reaction 
mixture was filtered "through diatomaceous earth (Celite 
trademark or Arbacell-trademark) ) washed with absolute 
ethanol and the combined filtrates evaporated in vacuo . The 
residue was purified by column chromatography on silica gel, 
eluting with a gradient solvent mixture up to CH 2 C1 2 : 
MeOH : NH 4 OH 93:7:1 to give the title conponnri as a colourless 
20 oil (80 mg, 51%). Anal. Calcd for C 16 H 23 N 3 0 2 S«l/4 MeOH. 1/3 
H 2 0: C,58.21; H,7.36; N,12.54. Found: C,58.60; H,7.40; 
N, 12.57. [a] 25 = +69° (c=0.1, MeOH) . 

B. The following examples were prepared by an analogous 
procedure to a) above. 



15 



25 
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R 2 


Isolated Form 


Analysis % 
(Theoretical In brackets) 
C H N 


[o] 25 
D 

(c=0.l MeOH) 


5 


Me,NSO,CH,CH, 


Oil 1720 CHjCl, 


6L52 


7.40 

/ .0/ 


0 49 

11 RO 


+48° 


- 


Me,NCOCH a CH a 


Oil 1/10 CHjCI, 


70.06 
(7129 


8.52 
8.46 


12.84 
D.06) 


+76.2° 





MeSO^H^CH, 


Gum 1/4 HjO 


62.76 
(62.63 


7.29 
7.60 


8.41 
8.62) 


+83° 




EtSOCH 2 CH, 


Oil 


6L39 
(6L27 


7.69 
6.03 


8.16 
7.83) 






^ \sO e CH t CH t 


Foam 2/3 HjO 


62.73 
(62.81 


7.60 
8.D 


10.64 
D.47) 


+57° 


10 
















PhSOjCHjCH^CH, 


Oil 2/3 H^O 


67.56 
(67.60 


7.27 
7.23 


6.96 
6.85) 





15 


R l 


Isolated Form 


Analysis % 
(Theoretical in brackets) 
C H N 


W" 

D 

(c-0.1 MeOH) 




NH^O^CHjCHjCHj 


Foam 0.65 CH^Ci, 


56.78 
(56.26 


7.16 
6.80 


10.34 
0.75) 








Foam 1/2 1-1,0 


62.45 
(62.47 


7.48 
7.86 


D.74 
10.93) 






Me^NSOjCHjCHjCH, 


Oil 0.1 CH^Clj 


62.03 
(6L66 


7.76 
7.91 


K).4i 
116) 






"BuSOjCH^CH, 


Oil V3 CHjCt, 


62.28 
(62.48 


7.50 
7.91 


7.23 

7.r7) 


+48° 


20 


nPrNHS0 2 CH,CH a 


Foam U4 H,0 


62.07 
(62.01 


7.95 
6.08 


B.L7 
0.42) 


+57° 




"PrSO,CH,CHj 


Foam V20 CH,CI, 
3/4 H,0 


62.80 
(62.47 


7.72 
8.6 


7.24 
7.65) 


+50° j 




-Pr,NSO,CH,CH, 


Gum L0 HjO 


62.28 
(62.37 


8.38 
8.80 


D.03 
9.92) 


+40° 
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Isolated Form 


Analysis % 
(Thsonricai In brackets) 
C H N 


M 2 * 

D 

\*»— ~ v.i mownj 


EtS0 2 CH 2 CH 2 CH 2 


Glass 0.5 CK^CIj 


59.D 7.57 7.04 
(59.90 7.47 7.16) 






Foam 1/3 CHjCI, 


59.07 7.10 D.80 
(59.56 7.6 D.78) 


+30° 


IPrNHSOjCHjCHj 


Foam Y8 CHjCI, 


6L59 7.88 0.16 

(6139 7.88 tt.23) — 


+58° 



EXAMPLE 3 3 

General Synthes is of no -5- t g-Bthyiaulphonyiethvll -3- 
( pyrrol id in-2- Y H nethvl 1 -1 H-indol » 

A> (R) -3- (W-Benzvloyycarbonvl p yrrol id in-2-vl-meiihYi ■") ~ 
5-bromo-lH- indole 

(R) -3- (N-Benzyloxycarbonylpyrrolidin-2-yl-carbonyl) -5- 
bromo-lH-indole(0.67 g, 1.57 mol) was dissolved in 
anhydrous tetrahydrofuran (20 iL) and at room temperature 
under nitrogen was added lithium borohydride (2 molar in 
tetrahydrofuran) (1.2 mL, 2.4 mmol) . The reaction mixture 
was stirred at room temperature for 3 hours and warmed to 
reflux for 16 hours. After cooling to room temperature, 
2NHC1 (10 mL) was added dropwise and the reaction mixture 
partitioned between ethyl acetate and water. The separated 
organic phase was washed with saturated aqueous sodium 
hydrogen carbonate (2x) , brine (lx) , dried- (Na 2 SO r ) , -and ... 
evaporated in vacuo to give a colourless oil. Purification 
by column chromatography on silica gel, eluting with 
dichloromethane gave the title compound as an oil (0.32 g) . 
TLC (Si0 2 :CH 2 Cl 2 ) : 1^=0.2. ... * 

B - (R) -5- (EthYlsulphonvlat h envli -a- i^S3MZ± 2 
carbonvlPvrrolid in-2-vlmethvll-lw.ip rtoj < > " 

The compound from procedure a) above was coupled with 
ethyl vinylsulphone under standard conditions "described 
above, to give the title compound as a foam. Anal. Calcd 
for C^H n H 2 0 4 S»l/B CH 2 C1 2 : C,65.15; H,6.15; N/e.OS. Pound: 
C,65.16; H,6.17; N,5.97. [a] 25 =-50° (0.1, MeOH) . 



WO 92/ 06973 
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C. (R) -5- (2-Ethvlsulphonvlethvl) -3 (pyrrolidin-2- 
ylmethvl) -lH-indole 

The compound prepared in procedure b) above, was 
hydrogenated under the standard condition described above, 
5 to give the title compound as a foam. Anal. Calcd for 
C 17 H 24 N 2 0 2 S»l/2 CH 2 C1 2 : C, 63.07; H,7.48; N,8.63. Found: C, 62.90; 
H,7.25; N,8.58. [a] 25 = -11° (c=0.1, MeOH) . 

EXAMPLE 24 

10 General Synthesis of (R) —3— (N-alkvl-pvrrolidin-2- 

ylmethyl) indoles 

A. (R) -3- (N-Ethvlpvrrolidin-2 -v:Unethvl) -5-(2-ethvl- 
sulphonylethyl) -1H- indole 

To a solution of (R) — 3 — (pyrrolidin-2— ylmethyl) —5— (2- 
15 ethyl sulphonyl ethyl) -lH-indole (0.27 g, 0.8 mmol) in 
dimethylf ormamide (dried over 4A sieves) (5 mis) , was added 
sodium carbonate (90 mgs) and ethyl iodide (0.07 mis, 0.88 
mmol) at room temperature. The mixture was heated at 120 °C 
\ander nitrogen for 16 hours. After cooling to room 
20 temperature the reaction mixture was partitioned between 
ethyl acetate and water. The separated organic phase was 
washed with water (3x) , dried (Na 2 S0 4 ) and evaporated in 
vacuo to give an oil. Purification by column chromatography 
on silica gel, eluting with CHjCl^ EtOH: NH 4 OH (90:10:0.5) 
25 gave the title compound as a gum (100 mgs) . Anal. Calcd for 
C 19 H 28 N 2 0 2 S*l/4 CH 2 C1 2 . 1/2 H20: C,61.04; H,7.85; N,7.40. 
Found: C,60.80; H f 7.69; N^.AS.Ca] 25 + 60° <c=0.1, MeOH). 

B. The following examples were prepared using the 
procedure described in a) above but with the appropriate 

3 0 alkyl halide in place of ethyl iodide. The allcyl halide 
could be iodide or bromide with the optional presence of 
sodium iodide. Solvents used were either dimethylf ormamide 
or dimethylacetamide. 

35 
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ElS0 2 
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Isolated Form 


An«JyM% 
\ i rworvocaj in DfftCKttts) 

C H N 


1 «*' i 
0 

c-0.1 MoOH 


IPr 


Gum I/O CHjCI, 
WH,0 


64.© 8.F7 7.55 
(64.29 ^24 7.46) 


+24° 


• 

CHaCHfCHjCHJ 

Ftf. 0.40 SK>„ CH,CI,: 
M#OH: NK, (90:P:Q 


Gum 172 CHjCt, 1/4 H,0 


60.68 7.91 7.08 
(60.97 7.97 6.62) 




• 

(Iwmtr 2 - Rf. 0.38 SiO^ 
CH^M^OHrNH, 

(90:0:0) 


Gum 1/8 CH,Ct, 


65.19 8.0 7.45 
(65.53 8.40 7.24) 


+26* J 


nPr 


Gum V20 CHjCI, 

3/5 H,Q 


64.04 8.19 7.52 
(63.77 8.36 7.42) 


+62* [ 


(CHJjCHCH, 


Gum VZ H,0 


65.32 8.49 6.87 
(65.40 8£3 7.26) 


+80° jl 


* 

CH3(CH,CHJCHCH, 
(Snsorrwr) 


Gum 2/3 H,0 


65.72 8.82 7.D 
(65.63 8.85 6.96) 


+65° J 







35 



EXAMP1YF? 9R 

.(R)-3-(N- ma thv1 D v 1 - T . o1 ^^_ 2 . vlTn ^ t , Y ., ) _ lH _^^ ln 

(R) -5-Bromo-3- (N-methylpyrrolidin-2-yi-methyl) -1H- 
xndole (60 mg, 0.2 mmol)- was dissoived-in ethanol (1 mL) and 
hydrogenated over lo% palladium- on" carbon (45 mg) at 60 
P.s.x. of hydrogen ^pressure at room temperature for 16 
hours. The reaction mixture was evaporated to "dryness, and 
the residue partitioned " between ethyl acetate and 10% 
aqueous sodium carbonate. The organic phase was dried 
(Na 2 S0 4 ) , and evaporated in vacuo. The resulting residue was 
purified by column chromatography on silica gel (eluting 



-57- 

with 89:10:1 CH 2 Cl 2 :MeOH:NH 4 OH) to give the title compound (28 
mg) . Anal. Calcd for C l4 H 18 N 2 *l/8 CH 2 C1 2 C,75.42; H,8.18; 
N, 12.46. Found: C,75.50; H,8.51; N, 12 • 09 . [Ct] 25 = + 60.2° 
(c=0.088, CHC1 3 ) . 
5 EXAMPLE 26 

(R) -3- (N-Benzvloxvcarbonvlpyrrolidin-2-vlcarbonviy - 
5-bromo-lH- indole 

Two solutions containing the reactants were prepared^. . 
separately as follows: To a stirred solution of N- 
10 benzyloxycarbonyl-D-proline (1.0 g) in anhydrous 
dichloromethane (2 ml) and N , N-dimethy If ormamide (1 drop) 
was added oxalyl chloride (0.5 mL) , and the resulting 
solution was stirred at room temperature for 1.5 hours. 
The solution was evaporated under reduced pressure, and 
15 remaining solvent was removed under high vacuum to give 
the N-benzyloxycarbonyl-D-proline acid chloride. At the 
same time, a solution of ethyl magnesium bromide (1.4 mL 
of a 3M solution in ether) was added dropwise over 5 
minutes to a stirred solution of 5-bromoindole (0.75 g) 

2 0 in dry ether (18 mL) . The mixture was stirred at room 

temper ature for 10 minutes, heated under reflux for 2 
hours, then cooled to -30 °C. A solution of the above N- 
benzyloxycarbonyl-D-proline acid chloride in dry ether- (4 
mL) was added dropwise with stirring, said stirring was 
25 continued for a further 1 hour. Ether. _( 12 ^_5_ mli)__ and_ 
saturated aqueous sodium bicarbonate (6.5 mL) were added, 
and the temperature was allowed to rise to room 
temperature. Stirring was continued for a further 10 
minutes and the mixture was filtered. - The - solid— was- - 

3 0 washed well with ethyl acetate, and the combined"flltirat"e 

and washings were washed with water , _brine and dried 
(MgS0 4 ) . Evaporation of the solvent gave an oil which 
was chromatographed on silica gel. Elut ion with ethyl 
acetate gave the title compound as a foam (0.82 g) : 
35 LRMS, m/z (relative intensity) 428 (M+ with 8I Br,5) , 426 
(M+ with "Br, 5), 224 (19), 222 (21), 204 (62), 160 
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(68), 91 (100). Anal Calcd for C^H^rN^ : C,59.02; 
H,4.48; N,6.56. -Found: C,58.85; H,4.51; N,6.38%. 

EXAMPLE 27 

. (R) -5-Bromo-3-m-niethvl W rr ft i idi n - g .v 1lnethv1 ) 
indole — — - 

A solution of (R) - 3 - (N-benzyloxycarbonyl-pyrrolidin- 
2-ylcarbonyl)-5-br"omo-lH-indole (1.04 g) ± n ^ 
tetrahydrofuran (id"»L) was added dropwise to a stirred 
suspension- of_lithium aluminium hydride (0.27 g) in dry 
tetrahydrofuran (15 mL) at room temperature under an 
atmosphere of dry nitrogen. The mixture was heated under 
reflux with stirring for 18 hours and then cooled. 
Additional lithium aluminium hydride (50 mg) was added 
and refluxing was continued for an additional 3 hours. 
The mixture was again cooled, lithium aluminium hydride 
(40 mg) was added, and refluxing was continued for a 
further 18 hours. The mixture was cooled and water (0.44 
*L) was carefully added with stirring, followed by 20% 
aqueous sodium hydroxide (0.44 mL) , followed by more 
2 0 water (1.33 mL). The mixture was diluted with ethyl 
acetate and filtered through Celite (trademark) filter 
aid. The filtrate was washed with water, brine and then 
dried (Na 2 S0 4 ) . Evaporation of the solvent gave an oil 
which was chromatographed on silica gel. Elution with 
25 ciichloromethane/ethanol/concentrated aqueous ammonia 
-(90;lO:o.5). J gave-^the -title compound as a solid (0.51 g) , 
m.p. 137-140<>C (from dichloromethane/hexane) ; ir (KBr) 
1620, 1595, 1570, 1480, 1450, 1435 cm »; »H NMR (DMSO-d,) 
S 11.05 (br s, 1H), 7.65 (br d, 1H), 7.31 (d, J=8.6 Hz 
30 -Hi).,- 7^-21 fbr- d,- 1H), 7.16 (dd, 2=1.8 and 8.6 Hz, 1H) , 
3.03-2.94 (m, 2H), 2.47 (dd, J=9.2 and 14.0 Hz, 1H) ' 
-_ 2.36-2_.26 (m,. 1H).,_2,33 (s, 3H) , 2.09 (dd, J=8 . 7 and 17.3 
Hz, 1H), 1.73-1.38 (m,4H); U C NMR (DMSO-d^) 6 134.8, 
129 -^124.7, 123.2, 120.7, 113.4, 112.1, 110.9, 66.Y 
35 57.0, 40.5, 30.9, 29.1, 21.6; LRMS, m/z (relative 
intensity) 294 (M+ with «Br, 1), 293 (2), 292 (M + with 
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79 Br, 1) , 210 (14), 208 (15), 154 (8), 129 (42), 128 (19), 
101 (26), 85 (57), 84 (100), 83 (30); .[a] 25 = + 62° 
(methanol, c = 0,10). Anal Calcd for C 14 H 17 N 2 Br. 0.25 H 2 0: 
C, 56.48; H, 5.93; N, 9.41. Found: C,-56.65; H, 5.69; 
5 N,9.23. 

EXAMPLE 2 8 

( R ) — 5— (2 -EthvlsulPhonvlethenvl) -3- (N-methvl- 
pyrrolidip-»2«-ylmet:liYl) -IH-indole 

A mixture of (R) -5-bromo-3- {-N-methylpyrrolidin-2- 

10 ylmethyl) -lH-indole (0.25 g) , ethyl vinyl sulphone (0*14 
g) , tri-o-tolylphosphine (0.075 g) , palladium (II) 
acetate (0.013 g) , triethylamine (0.25 mL) and 
acetonitrile (3 ml*) was heated under reflux for 17 hours 
in an atmosphere of nitrogen. The mixture was evaporated 

15 and the residue was chromatographed on silica gel. 
Elution with dichloromethane/ethanol/ concentrated 
aqueous ammonia (90:8:1) gave the title compound as a 
foam (0.185 g) : TLC (dichloromethane/-ethanol/ 

concentrated aqueous ammonia, 90:10:1): Rf = 0*5. Anal. 

20 Calcd for C^H^N^S. 0.2 CH 2 C1 2 : C, 62.55; H,7.04; N,8.02. 
Found: C,62.65; H, 6 . 94 ; N, 7 . 92 . 

(R) -5- (2-Ethvlsulphonvlethvl) -3- (N-methvlpvrrolidin- 
2-vlmethvl) 1H- indole 

25 (R) — 5— ( 2 —Ethyl sulphonyl ethenyl ) -3- (N-methyl- 

pyrrolidin-2 -ylmethyl) -1H— indole- ^157 mg)~was dissolved 
in a mixture of ethanolic hydrogen chloride [prepared by 
addition of acetyl chloride (0.043 mL) to ethanol (10 
mL) ] , N,N-dimethylf ormamide (7.5 mL) and water (0.1 mL) 

30 and the solution was shaken under a^iydrogen atmosphere 
(15 psi) at room temperature for 18 hours in the presence 

of 10% palladium on _ carbon _(_15Q _ mg) _. The .mixture was 

filtered through Arbacel (trade mark) filter aid and the 
residue was washed well with ethariol . The combined 

3 5 filtrate and washings were evaporated under reduced 
pressure and the residual oil was partitioned between 
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ethyl acetate and 2M aqueous sodium carbonate solution. 
The organic layer was separated, washed three times with 
water followed by brine and then dried (Na 2 S0 4 ) . 
Evaporation of the solvent gave an oil which was 
5 chromatographed on silica gel. Elution with 

dichloromethane/methanol/ concentrated aqueous ammonia 
(90:10:1) gave the title compound as a gum (110 mg) : TLC 
(CH^/C^OH/NI^; 90:10:1): R, = 0 .3; [a]* = +62 • 
- -(methanol ,-c =-0.10). Anal. Calcd for Cl , Wj S. 0.05 
10 CH 2 C1 2 : C,63.21; H,7.67; N,8.17. Found: C,63.55; H,7.61; 
N,8.41%. 

EXAMPT.F TO 

< R > -5 - (2»Ethvlsu1nhonvlefch Y 1 > -3- fK-m B thvlPvrr Q Ha^- 

2-Vlmethvl>-lH-iTirt oie hanH a u ee i na t a 

15 Absolution of succinic acid (69 mg) in hot ethanol 

(3.5 nL) was added slowly with stirring to a solution of 
(R) -5- (2-ethylsulphonylethyl) -3- (N-methylpyrrolidin-2- 
ylmethyl) -lH-indole free base (390 mg) in ethanol (3.5 
mL). The solution was evaporated and the residue was 
20 triturated first with ether and then with ethyl acetate 
to give the title compound as a solid (375 mg) : mp 59- 
62°c: [a] 25 = + 36» (methanol, c = 0.10). Anal. Calcd for 
C 18 H 26 N 2 0 2 S. 0.5 CAP 4 . 0.25 C^COjC^H,. 0.5 H 2 0 : C, 59.00 ; 
H,T-.42; H f 6.68. Found: C,59.17; H,7.37; N,6.73. 
25 EXAMPLE 31 

( Rr „ s ^ [>Ben»aBeiBlBhflHY ltthiiivi ) -3- fH- mB f>. T i - 
pyrrolidin-2-ylmethvl > -IH-It^oi « hyflrobT-anH 

A mixture of (R) — 5— bromo— 3— (N— methylpyrrolidin— 2— 
ylmethyl)-lH- indole (0.25 g) , phenylvinylsulphone (0.19 
^~"? ) l~ _t£ ' i ~ 0 ~ tol y 1 P hos P hine (0.075 g), palladium (II) 
acetate (0.0125 g) , triethylamine (0.25 mL) and 

acefconi.tr ile .(2.5 mL) was heated under reflux for 42 

__..^. h ^ u f s in an atmosphere of nitrogen. The solvent was 
evaporated and the residue was chromatographed on silica 
35 gel. Elution with dichloromethane/methanol/ 
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concentrated aqueous ammonia (90:10:1) gave the title 
compound as a foam (0.24 g)-: - Anal. Calcd for 
C^H^NjOjS. HBr. 1/3 CHjClj: C, 54.77; H f 5.29; N,5.72. 
Found: C,55.00; H,4.85; N,5.58. 
5 EXAMPLE 32 

(R) - 5- ( 2 -Benzene sulphonyl ethyl > -3- (N-methvl- 
pvrrol id in- 2 -y Ime thy 1 ) — 3.H- indole 

A solution of (R) -5- (2-benzenesulphonylethenyl) -3-N- 
methylpyrrolidin-2— ylmethyl) — 1H— indole hydrobromide 

10 (0.214 g) and 10% palladium on carbon (0.15 g) in a 
mixture of absolute ethanol (10 mL) , N,N— 
dimethylf ormamide (1 mL) and water (2 drops) was shaken 
under a hydrogen atmosphere (15 psi) at room temperature 
for 18 hours. The_ mixture was filtered through Celite 

15 (trademark) filter aid ajrid the residue was washed well 
with ethanol. The combined filtrate and washings were 
evaporated under reduced pressure and the residue was 
partitioned between ethyl acetate and 2M aqueous sodium 
carbonate solution. The organic layer was separated, 

20 washed three times with water, followed by brine and 
dried (Na 2 S0 4 ) . Evaporation of the solvent gave a gum 
which was chromatographed on silica gel. Elution with 
dichloromethane/methanol/concentrated aqueous ammonia 
(90:10:0.5) gave the "title compound as a foam (0.096 g) . 

25 Anal. Calcd for C^H^OjS. HjO: C,65.97; H,7.05; N,7.00. 
Found: C, 65 . 51r~H f -6 r77 r N,-7t45.- 

EXAMPLE 33 

f R) -5- ( 2 -BenzenesulPhonvlethvl) -3 - (N-methvl- 
pyrrolidin-2 -vlmethvl ) -1H- indole hemiauccinate 

30 A soIut"iori"of succinic acid (95 mg) in ethanol (5 

mL) was added to a solution of (R) —5— (2— benzene— 
sulphonylethyl^=-3-- (H.-methylpyrrolijdin-2-ylmethyl) -1H- 
indole free base (620 mg) in ethanol (5 mL) . The 
solution was evaporated to give the title compound as a 

35 foam (680 mg) : [a] 25 = + 29° (methanol r c = 0.10). Anal. 
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0.33 CjHjOH. 0.5 H 2 0; 



Calcd for C^H^N^S. 0.5 C^O,. 
C, 63.59; H,6.92; N,6.01. Found: 
C, 63.52; H,6.91; N,6.12. 

EXAMPT.T? n 4 

t R )-5-r2-f4-MethYlnhenvi«»np >, o nv i >ei . > , <tT , vl1 .,, 
meth Y lpyrrolidiT,- i >- Y i T n n thvi^i W .. { ^^^^ ~ 

A mixture of (R) -5-bromo-3-(N-methylpyrrolidin-2- 
ylmethyD-iH-indole (0.40 g), 4-methylphenylvinyl- 
sulphone (0.273 g) , tri-o-tolylpho S phine (0.085 g) 
palladium (II) acetate (0.031 g) , triethyl- 
amine (0.42 g) , and acetonitrile (20 mL) was heated under 
reflux for 16 hours in an atmosphere of nitrogen. The 
mixture was cooled and partitioned between ethyl acetate 
and 10% aqueous sodium-bicarbonate solution. The organic 
layer was washed with brine, dried (Na 2 S0 4 ) and 
evaporated. The residual orange oil was chromatographed 
on silica gel. Elution was commenced with 

dichloromethane/methanol (90 s 10) , followed by 
dichloromethane/methanol/concentrated aqueous ammonia 
(90:10:0.25), gradually increasing the concentration of 
concentrated aqueous ammonia to 1%. The later product- 
containing fractions were evaporated to give the title 
compound as a foam (226 mg) : C «,2S = + 71 . Methanol, c = 
0.10). Anal. Calcd for C^H^N^S. 0.15 CH 2 C1 2 : C,68.27; 
H,6.51; N,6.88. Found: C,68.26; H f 6.54; N,6.99. 

EXAMPt.t; 

[R?-5-r2-.f4-Meth v i p i,o nv i aulphQnvl>efe>iy 1 _,_ fM 
methvipyrroliaj w .. i >, vi mflt><Yl } =2S= ^nAo2 s B 

A solution of (R)-5-[2-(4-methylphenyl- 
sulphonyl) ethenyl]-3-(N-methylpyrrolidin-2-ylmethyl) - 
lH-indole (0.18 g) and 10% palladium on carbon (0.20 g) 
in ethanolic hydrogen chloride [prepared from absolute 
ethanol (25 mL) and acetyl chloride (35 M L) ] was shaken 
under a hydrogen atmosphere (15 psi) at room temperature 
for 16 hours. The reaction mixture was filtered through 
Celite (trademark) filter aid and the residue was washed 
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well with ethanol. The combined filtrate and washings 
were evaporated under reduced pressure and the residue 
was partitioned between ethyl acetate and 2M aqueous 
sodium .carbonate solution* The organic layer was 
5 saturated, washed three times with water, followed by 
brine and dried (Na 2 S0 4 ) . Evaporation of the solvent gave 
a gum which was chromatographed on silica gel. Elution 
with dichloromethane/methanol / concentrated aqueous 
ammonia (9arlO: 0.25) gave the title compound as a foam 
10 (108 mg) : [a] 2 ? - + 30° (methanol, c = 0.10). Anal. Calcd 
for C^H^NjOjS. 0.05 CH 2 C1 2 . 0.5 HjO: C f 67.55; H,7.15; 
N,6.84. Found: C, 67.51; H,7.04; N,6.98. 



PCT/US9I/07194 



-64- 



SLhllss 

1. A compound of the formula 



R 5 




from ' ' " 2 ' *' iS hydr09en; * is 

from hydrogen, halogen, cyano, OR., -(OU.-KWD-W,. - 

-CH=.CH,CH j)xR , o; is selected from ^ 

linear or branched alKyl; r, 1s selectea £rom 

select ,1 , ary1 '' «• «" independently 

selected from hydrogen, c, to c, al*yl, aryl, and c, to I 
alkyl-aryl or R, and R. taken together to form a 4, 5 or 

20 nV dr" bered rin9 '' E ' *' " e lnde P^ntly selected from 
20 hydrogen, c, to c. alkyi, aryl, and c, to c, alHyl-aryl; R, 

c, S a S lXvT te<1 hydr ° 9en ' °' t0 °« alky1 ' *° 

C, alkyi-aryl; R „ is selected from -CC-ONR* and 

-SO,^, wherein R, and R, are defined as above, and 

2S ° =0)E " " NR ' SO ' R " ■"-WWW. -CO)* and 

25 -^(C-COR,, wherein R„ R., and R, are as defined above- 

above";"'! " r ^ XiSlm 2 ' " iS °' l ' 2 ' ~ " — ^ 
alkylaryl groups are independently selected from phenyl 
and substituted phenyl, wherein said substituted phenyl 
3 0 may be substituted with one to three groups selectee from 
C, to c. alkyl, halogen, hydroxy, cyano, carboxamido 
nxtro, and c, to c, alkoxy and the pharmaceutically 
acceptable salts thereof. 

35 claim 2 ;. R BnantiOI ' er ° £ * -cording to 
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3 . A compound according to claim 1 wherein R x is 
hydrogen ; R 2 is - ( CH 2 ) m -S0 2 NHR5 , «(CH 2 ) m -NHS0 2 R 8 , - ( CH 2 ) m - 
SO^, -(CH 2 ) m -(C=0)NHR 5/ or - (CH 2 ) m -NH (C=0) R« ; R 3 is 
hydrogen or methyl; and m f R5 and R 8 are as defined in 

5 claim 1. 

4. A compound according to claim 1, said compound 
being selected from: 

(R) -5-methoxy-3- (N-methylpyrrolidin-2-ylmethyl) -1H- 
indole; 

10 (R) -5-bromo-3- (N-methylpyrrolidin-2-ylmethyl) -1H- 

indole; 

(R) -5- (2-ethylsulf onylethyl) -3- (N-methylpyrrolidin- 
2-ylmethyl) -1H- indole; 

(R) -5- ( 2 -me thy 1 amino sulf onyl ethyl) -3- (N- 
15 methylpyrrolidin-2-ylmethyl) -1H- indole ; 

(R) -5- (2-methylaminosulf onylethyl) -3- (pyrrolidin-2- 
ylmethyl) -lH-indole; 

(R) -5- ( 2 -methyl amino sulf onylm ethyl ) -3 - ( N- 
methylpyrrolidin-2-ylmethyl) -IH-indole ; 
20 (R) -5-carboxamido-3- (N-methylpyrrolidin-2-ylmethyl) - 

IH-indole; 

(R) -5- (2-methylsulf onylethyl) -3- (N-methylpyrrolidin- 
2 -yl -methyl) -lH-indole; 

(R)-5-(2-methylsulfonamidoethyl) - 3 - ( N- 
25 methylpyrrolidin-2-ylmethyl) -lH-indole; 

(R) -5- (2-aminosulphonylethenyl) - 3 - ( N - 

methylpyrrolidin-2-ylmethyl) -IH-indole ; 

(R) -5- (2-aminosulphonylethyl) -3- (N-methylpyrrolidin- 
2-ylmethyl) -lH-indole; 
'30 (R) -5- (2-N f N-dimethylaminosulphonylethyl) -3- (N- 

methylpyrrolidin-2-ylmethyl) -IH-indole ; 

(R) -5- (2-phenylsulphonylethyl) -3- (N- 

methylpyrrolidin-2-ylmethyl) -1H- indole hemisuccinate; 

(R) —5— (2— ethylsulphonylethyl) —3 — (N— methylpyrrolidin- 
35 2-ylmethyl) -lH-indole hemisuccinate; 
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(R)-5-(2-phenylsulphonylethyl)-3-( N - 
methylpyrrolidin-2-ylmethyl)-iH-indole; 

(R)-5-(3-ben2enecarbonylaminoprop-i-enyl)- 3 -( N - 
methylpyrrolidin-2-ylmethyl) -iH-indole ; 

(R) -5- (2- (4-methylphenylsulphonyl) ethyl) -3- (N- 
methyl P yrrolidin-2-ylmethyl)-iH-indole; 

(R) -5- (3-methylsulphonylaminoprop-i-enyl) -3- (N - 
methylpyrrolidin-2-ylmethyl)-iH-indole; 

(R) - 5- (2-ethylsulph-on yte-t t T l T -7 ^ ( N-2 - 
propylpyrrolidin-2-ylmethyl) -lH-indole; 

(R) -5- (2-ethylsulphonylethyl) -3 - (pyrrolidin-2- 
ylme thy 1 ) -1H- indole; 

(R) -5- (2- (4-methylphenylsulphonyl) ethenyl) -3-fN- 
methylpyrrolidin-2-ylmethyl)-iH-indole; and " 

(R) -5- (2-methyisulf onamidomethy l ) -3- (N _ 
methylpyrrolidin-2-yi m ethyl)-iH-indole. 

5. A pharmaceutical composition for treating a 
condition selected from hypertension, depression, 
20 dis ° rders ' obesity, drug abuse, cluster 

20 headache, migraine, pain, and chronic paroxysmal 
hemxcrania and headache associated with vascular 
disorders comprising an amount of a compound according to 
claim 1 effective in treating such condition and a 
pharmaceutical^ acceptable carrier. "~ 
25 *' A P hara aceutical composition for treating 

dxsorders arising from -deficient- - -serotonergic 
neurotransmission comprising an amount of a compound 
according to claim 1 effective in treating such a 
disorder and a pharmaceutical^ acceptable carrier 
3 0 7. a method for treating a condition's ;eTected from 

hypertension, depression, anxiety"," eating disorders, 
obesity, drug abuse, cluster headache,. migraine^ pain and 
9 chrome paroxysmal hemicrania and headache associated 
with vascular disorders comprising ' administering to a 
35 ma mmal reguiring such treatment an amount of a compound 
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according to claim 1 effective in treating such 
condition. 

8. A method for treating disorders arising from 
deficient serotonergic neurotransmission comprising 

5 administering to a mammal requiring such treatment an 
amount of a compound according to claim 1 effective in 
treating such a disorder. 

9 . A compound of the formula 



10 




I 



15 

wherein W is -CO^R n or R 3 ; Q is CH 2 or C=0; n is 0, 1 or 
2; Rj is hydrogen; R$ is selected from hydrogen , halogen, 
cyano, OR 4/ - (CI^) m - (C=0) NR^, - (CHj) m -S0 2 NR 5 R 6/ -(CH 2 ) m - 
NR 7 ( C=0) R 8/ - ( CH 2 ) m -NR 7 S0 2 R s , - ( CH 2 ) n -S (O) ^ , - ( CH 2 ) m - 

20 NR 7 (C=0)NR 5 R 6 , — (CH 2 ) m — NRy (C=0) OR^ and -CH=CH (CH 2 ) yR 10 ; X is 
1 or 2; m is 0, 1, 2, or 3 ; R 3 is selected from hydrogen 
and Cj to C 6 linear or branched alkyl; R4 is selected from 
hydrogen, C 3 to C 6 alkyl, and aryl, R 5 and R 6 are 
independently selected from hydrogen, C x to C 6 alkyl, - 

25 aryl, and C x to C3 alkyl-aryl or R5 and R« taken together 
to form a 4, 5, or 6 membered ring; and-~Rg- are- 

independently selected from hydrogen, C 2 to C 6 alkyl, 
aryl, and C r to C3 alkyl-aryl; R9 is selected from 
hydrogen, Cj to C* alkyl, aryl, and C l to C3 alkyl-aryl; R 10 

3 0 is selected from -(C=0)NR 5 R t5 and -S0 2 NR 3 R 6 , wherein JR^andT 
R« are defined as above, and -NR 7 (C=0)R8, -NRySO^g, 
-NR 7 (C=0)NR 5 R tJ , -SCO)^ and -NR^O^O) OR*,, wherein R 7 ,-R 8? ~R 9 
and x are defined as above; y is 0, 1, or 2; JRj^ is 
selected from C x to C 6 alkyl, benzyl and aryl; and the 

35 above aryl groups and the aryl moieties of the . above 
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alkyl-aryl groups are independently selected from phenyl 
and substituted phenyl, wherein said substituted phenyl 
may be substituted with one to three groups selected from 
C, to c 4 alkyl, halogen, hydroxy, cyano, carboxamido, 
nitro, and Cj to C 4 alkoxy. 

10. The R enantiomer_ of a compound according to 
claim 9 . 

11. A compound according to claim 9, said compound 
being a compound of -the- formula- - — 

C0 8 r u 
o 

1 1 




wherein n, R,, Rj and R n are as defined in claim 9. 

12. The R enantiomer of a compound according to 
claim 11. 

20 13. A compound according to claim 11 wherein R, is 

hydrogen; R, is - (CH 2 ) ..-SO.NHR,, - (CH 2 ) m -NHS0 2 R 8 , -(CH 2 ) a - 
S0 2 R 8/ -(CH 2 ) m -( C =0)NHR 5 or -(CH 2 ) n -NH(C=0)R 8 ; m is 0, 1, 2, 
or 3; R, is hydrogen, C, to C tf alkyl, aryl, or Cl to J, 
alkyl-aryl; R n is selected from C, to C s alkyl, benzyl and 
aryl; and the above aryl groups and the aryl moieties of 
the above alkylaryl" groups "are independently selected 
from phenyl and substituted phenyl, wherein said 
substituted phenyl may be substituted with one to three 
groups selected from c, to c 4 alkyl, halogen, hydroxy, 
cyano, carboxamido , hitroT and C, to C 4 alkoxy. 

14. a compound according to claim 9, said compound 
being a compound of the -formula- - 



35 
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III 



wherein n, R w R 3 and R 10 are as defined in claim 9. 

15. The R enantiomer of a compound- according to 
10 claim 14. 

16. A compound according to claim 14 wherein R x is 
hydrogen; R 3 is hydrogen or methyl; and R 10 is -S02NHR5, 
NHS0 2 R 8 , -S0 2 R 8 , -(C=0)NHR5 or -NH(C=0)R 8 , wherein R5 and R 8 
are as defined in claim 9. 

15 17 . A process for preparing a compound of the 

formula 




I 

R i 



wherein n is O, 1, or 2 ; R t is hydrogen; Rj is selected 
25 from hydrogen, halogen, cyano, OR4, -(CH 2 ) m -(C=0)NR 5 R$, 

( CH 2 ) m -S0 2 NR 5 R < , -(CH 2 ) ^NRy ( C=OTR^7 - tCH^-NR^SO^T ~ ( CH 2 ) m - 
SiO)^, -(CH 2 ) m -NR 7 (C=0)NR 5 R 6/ - ( CH 2 ) m -NR 7 ( C=0 ) OR 9 , and 
-CH=CH(CH 2 )yR 10 ; R 3 is selected from hydrogen and C x to C 6 
linear or branched alkyl; R« is selected from hydrogen, 
3 0 Cj to C 6 alkyl , and aryl ; ~ ^ Jand^ R^ are" "independently 
selected from hydrogen, C x to C 6 alkyl, aryl, and C t to C 3 
alkyl-aryl~or R5 and R$ taken together -to -form- a 4,- 5-, or 
6 membered ring; R 7 and R 8 are. independently selected from 
hydrogen, Cj to C 6 alkyl, aryl, and-C, to alkyl-aryl; R$ 



PCT/US91/07194 



-70- 



10 



15 SSlected '«» ^drogen, c, to C 6 alkyl, aryl, and ^ to 
C,-alkyl-aryl; R w is selected from -(C^NR^ and 
S0 2 KR^ t wherein R, and r, are defined as above, and 
-NR 7 (C=0)R 8/ -NR 7 S 02 R 8/ -NR 7 (C=0) NR^, -S(0 )x R g and 
-NR^C-OJOR,, wherein R,, Rg, and R, are as defined above- 
^ or 2 ; x is 1 or 2; a is 0, l, 2, or 3; and the 
above aryl groups and the aryl aoieties of the above 
alkylaryl groups are independently selected froa phenyl 
-and -substituted phenyl, wherein said substituted phenyl 
aay be substituted with one to three groups selected froa 
C, to c, alkyl, halogen, hydroxy, cyano, carboxamido, 
nxtro, and C, to c 4 alkoxy, coaprising 
_._ (a) reducing a compound of the formula 



15 



R 2 




20 



l 



25 



where Q is CH 2 or C=G, W is -C0 2 R n or R„ and R u is C, to 
C 6 alkyl, benzyl, or aryl, and R„ r,, and R u are as 
defined above; 

(b) where R, is -CH=CH(CH 2)y R I0 and R 10 is as defined 
above by reacting a compound of formula I where R 3 is H 
" ° r " Crt ° Cfi linear or branched alkyl and R, is halogen and 
R, is defined as above with a compound of the formula 
CH^CHfCH,)^ where R 10 is as defined above using 
transition metal catalysis; or 

3 _? (c) reacting the compound of formula I where R 3 is 

hydrogen and R, and R, are as defined above with a 
- -compound of the formula R 3 -z where R 3 is c, to c 6 linear or 
r- branched alkyl and 2 is halogen and base; and, 

if desired, converting a coapound of formula I 
to a the pharmaceutical^ acceptable salts thereof. 
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18. The process according to claim 17 wherein the 
compound of formula -I is an R enantiomer. 

19. A process according to claim 17 wherein for the 
compound of formula I, R t is hydrogen; is -(CH 2 ) m - 

5 S0 2 NHR 5f -(CH^-NHSO^, - (CH 2 ) m -S0 2 R 8 , - (CH 2 ) m - (C=0) NHR5 , or 
-(CH 2 ) m -NH(C=0)Rg; R 3 is hydrogen or methyl; and m, R5 and 
R 8 are as defined in claim 17. 

20. A process according to claim 17, said compound 
of formula I- being selected from: 

10 (R) -5-methoxy-3- (N-methylpyrrolidin-2-ylmethyl) -1H- 

indole; 

(R) -5 -bromo-3- (N-methy lpyrrolidin-2-y lmethy 1) -1H- 
indole; 

(R) -5- (2-ethylsulf onylethyl) -3- (N-methy lpyrrolidin- 
15 2-ylmethyl) -IH-indple; 

(R) -5- ( 2 -met hyl amino su If onylethyl) -3- (N- 
methylpyrrolidin-2-ylmethyl) -1H- indole ; 

(R) -5- (2-methylaminosulf onylethyl) -3- (pyrrolidin-2- 
ylmethyl) -lH-indole; 

2 0 (R) -5- ( 2 -me thy 1 amino su If onylme thy 1) — 3 — ( N — 

methylpyrrolidin-2-ylmethyl) -1H- indole ; 

(R) -5-carboxamido-3- ( N-methy lpyrr o 1 idin- 2 -y lme thy 1 ) - 
lH-indole; 

(R) -5- (2 -methylsulf onylethyl) -3- (N-methy Ipyrrolidin- 
25 2-yl-methyl) -lH-indole; 

( R) — 5 —( 2 -me thy Isul f on am id oe thy 1 ) - 3 - ( N- 
methy lpyr r o 1 id i n- 2 -y lmethy 1 ) - 1H- indo le ; 

(R) - 5- (2-aminosulphonylethenyl) -3- ( N - 
methylpyrrolidin-2-ylmethyl) -lH-indole ; 

3 0 " " (RJ-^(2-aminosulphonylethyl) -3- (N-methy lpyrrolidin- 

2 -y lmethy 1) -IH-indole ; 

(R) -.5— ( 2-K, N-dimethylaminosulphonylethyl) -3- (N- 

methylpyrrolidin-2-ylmethyl) -lH-indole; 

( R j - 5 - (2-phenylsulphonylethyl) -3- ( N - 
35 methylpyrrolidin-2 -y lmethy 1) -lH-indole hemisuccinate; 
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(R) -5- (2-ethylsulphonylethyl) -3- (N-methylpyrrolidin- 
2 -y imethyl ) -lH-indole hemisuccinate ; 

(R) -5-(2-phenylsulphonylethyl) - 3 - ( N- 
methylpyrrolidin-2-y imethyl )-iH-indole; 
5 (R) -5-(3-benzenecarbonylaminoprop-i-enyl) -3-(n- 

methylpyrrolidin-2-y imethyl) -lH-indole; 

(R) -5-(2-(4-methylphenylsulphonyl) ethyl) -3-(N- 
methylpyrrolidin-2-y Imethyl )-iH-indole; 

(R) -5-(3-methylsulphonylaminoprop-i-enyl)-3-(N- 
10 methylpyfrolidin-2-y Imethyl) -lH-indole; 

(R) -5 - (2-ethylsulphonylethyl) -3- (N-2- 
propy lpyrrolidin-2-y Imethyl ) -lH-indole ; 

(R) -5- (2-ethylsulphonylethyl) -3- (pyrrolidin-2- 
y Imethyl) -lH-indole; 

15 (R) -5 - ( 2 - ( 4 -methy lpheny lsulphony 1 ) etheny 1 ) -3 - ( N- 

methy lpyrrolidin-2-y Imethyl) -lH-indole; and 

(R) -5-(2-methylsulfonamidomethyl) - 3 - ( N- 
methy lpyrrolidin-2-y Imethyl) -lH-indole . 

21. A process for preparing a compound of the 
2 0 formula 



2 5 ^-^V 

I 




or 



wherein W is -C0 2 R n or R 3 ; Q is CHj or C=6; n is o, 1 
2; R, is hydrogen; Rj is selected from hydrogen, halogen, 

30 cyano, OR,, - (CH,) m - (C=0) NR^R,, - (CH 2 ) ^SO.NR.R,, -(CH,^- 
NR 7 (C=0)R 8 , -(CH 2 ) m -NR 7 S0 2 R„ " (CH 2 ) m - S (O) ^ , -(CH 2 )I- 
NR 7 (C=0)NR 3 R 4/ -(CH 2 ) n -NR 7 (C=0)OR 9 , and -CH=CH(CH 2 ) y R 10 ;_ X Is 
1 or 2; m is 0, l, 2, or 3; R, is selected from hydrogen 
and C, to c 6 linear or branched alkyl; R< is selected from 

35 hydrogen, C, to C 6 alkyl, and aryl, R, and r, are 
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independently selected from hydrogen, C x to C 6 alkyl, 
aryl, and C, to C3 alkyl-aryl or R 5 and R$ taken together 
to form a 4, 5, or 6 member ed ring; R7 and R 8 are 
independently selected from hydrogen, C x to C 6 alkyl, 
5 aryl, and C x to C 3 alkyl-aryl; R9 is selected from 
hydrogen, C x to C 6 alkyl, aryl, and C x to C3 alkyl-aryl; R 10 
is selected from -(C=0)NR5R« and -SOjNR^, wherein R5 and 
R<s are defined as above, and -NR 7 (C=0)R 8 , -NR 7 S0 2 R 8 , 

-NR 7 (C=0)NR 3 R 6 , -S(0),R 8 and -NR; (C=0) OR 9 , wherein R,, R*, R9 

10 and x aire defined as above; y is 0, 1 or 2 ; R n is 
selected from C x to C 6 alkyl, benzyl and aryl; and the 
above aryl groups and the aryl moieties of the above 
alkyl-aryl groups are independently selected from phenyl 
and substituted phenyl, wherein said substituted phenyl 
15 . may be substituted with one to three groups selected from 
C x to C 4 alkyl, halogen, hydroxy, cyano, carboxamido, 
nitro, and C x to C 4 alkoxy, comprising 

(a) where W is -C0 2 R n and R w R 2/ Rn/ and Q are as 
defined above, by reacting a compound of the formula 




IV 



25 wherein R t and R^ are as defined above with an acid 

"chloride of the formula N-CC^Ru-proline with base; or 

(b) where W is R3, Q is CH2, and Rj is -CH=CH(CH 2 )yR 1() 
and R 1# R 3 , and R 10 are as defined above, by reacting the 
compound of formula V where Rj is halogen, W is R 3 , Q is 
3 0 CH 2 and R t and R 3 are as defined above with a compound of 
the formula CH^CH (CH 2 ) yR 10 where R 10 is as defined above 

_ using transition metal catalysis. 

22. The process according to claim 21 wherein the 
compound of formula V is an R enantiomer. 
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23. a process according to claim 21, wherein said 
compound of formula v ic =, „ said 

Uia compound of the formula 




0 



1 1 



wherein n, R lt r, and R u are as defined in claim 21 

24. The process according to claim 23 wherein the 
compound of formula II is an R enantiomer. 

25. a process according to claim 23 wherein for the 
compound of formula II p v. ^ 

ia Rj ls hydrogen; R, is -fCH } - 

7 ; ^ ' ^ C " t0 "> «u is selected 

from c, to c, alkyl, benzyl and ^ and the 

groups and the aryl moieties o f the above alkyla^yl 
s!ost S tr; independe "^ ~l~t- fro. phenyl aid 
be sun t . P " hereln Mld - b «ituted phenyl M y 

!n d „ t hal ° 9en ' h l"*°*y. =yeno, carboxamtdo, nitro, 
and c, to c 4 alkoxy. --' 



26 a process according to claim 21, wherein said 
compound o f formula V is a compound of the toWla " 




III 



wherein n, R„ r 3 and R 10 are as defined in claim~2l. 
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27. The process according to claim 26 wherein the 
compound of formula III is an R enantiomer. 

28. A process according to claim 26 wherein for the 
compound of formula III R, is hydrogen; R, is hydrogen or 

5 methyl; and R 10 is -SC^NHR,, NHS0 2 R 8 , -S0 2 R 8 , -(C^NHR, or - 
NH(C=0)R 8 , wherein R, and R, are as defined in claim 21. 
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